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(57) Abstract: Compounds of formula (I) are 
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wherein R 1 is H or C^alkyl; R 2 is H, Chalky] 
or C 3 . 6 cycloalky]; R 3 is (q), (r), (s), (t), (u), (v) 
or (w); R 4 is H or C^alkyl; (x) indicates that 
one of the two designated bonds is a double 
bond and the other is a single bond; R 5 is CH 2 
when the bond to which it is attached is a double 
bond; or R 5 is H or C^alkyl when the bond to 
which it is attached is a single bond; R 6 is H or 
-G^alkyli-R^-is-H^C^alkyl-or-Co^alkyhAr^YJs. 
H, Chalky], N(R'>2, NHC(0)R\ NHCH 2 C(0)R* 
or NHC(0)CH=CHR r ; each X independently 
is H, C^alkyl, CH 2 OH, OR', SR\ CN, N(R% 
CH 2 N(R') 2 , N0 2 , CF 3 , C0 2 R\ CON(R') 2 , COR\ 
NR'C(0)R\ F, CI, Br, I or -S(0) r CF 3 ; W is S or 
O, Q is H of C^alkyl; M is CH 2 or O; L is CH 2 
or C(O); E is O or NR'; each R* independently 
is H, C t . 6 alkyl or -Chalky 1-Ar, and r is 0, 1 or 
2; or a pharmaceutically acceptable salt thereof. 
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j • TITLE . 

Fab I Inhibitors 

FIELD OF THE INVENTION 

5 This invention relates to pharmaceutically active compounds which inhibit Fab I 

and are useful for the treatment of bacterial infections. 

BACKGROUND OF THE INVENTION 

While the overall pathway of saturated fatty acid biosynthesis is similar in all 

10 organisms, the fatty acid synthase (FAS) systems vary considerably with respect to their 
structural organization. Vertebrates and yeast possess a FAS in which all the enzymatic 
activities are encoded on one or two polypeptide chains, respectively, and the acyl carrier 
protein (ACP) is an integral pail of the complex. In contrast, in bacterial FAS, each of the 
reactions is catalyzed by a distinct, mono-functional enzyme and the ACP is a discrete 

15 protein. Therefore, there is considerable potential for the selective inhibition of the 
bacterial system by antibacterial agents. 

Fab I (previously designated EnvM) functions as an enoyl-ACP reductase (Bergler, 
et al, (1994), J.Biol.Chem. 269 \ 5493-5496) in the; final step of -the four reactions involved 
in each cycle of bacterial fatty acid biosynthesis. In this pathway, the first step is catalyzed 

20 by P-ketoacyl-ACP synthase, which condenses malonyl-ACP with acetyl-CoA (FabH, 
synthase III). In subsequent rounds, malonyl-ACP is condensed with the growing-chain 
acyl-AGP (FabB and FabF, synthases I and II, respectively). The second step in the 
elongation cycle is ketoester reduction by NADPH-dependent p-ketoacyl-ACP reductase 
(FabG). Subsequent dehydration by p-hydroxyacyl-ACP dehydrase (either FabA or FabZ) 

25 leads to trans-2-enoyl-ACP, which in turn is converted to acyl- ACP by NADH-dependent 
enoyl-ACP reductase (Fab I). Further rounds of this cycle, adding two carbon atoms per 
cycle, eventually lead to palmitoyl-ACP (16C), where upon the cycle is stopped largely due 
to feedback inhibition of Fab I by palmitoyl-ACP (Heath, et al, (1996), J.BioLChem- 271, 
~~ 1 833 r l 836)~ ThusrFab T is a major biosynthetic enzyme and-is a key regulatory point in-the 

30 overall synthetic pathwayof bacterial fatty acid biosynthesis. Therefore, Fab I is an ideal 
target for antibacterial intervention. 

Studies have shown that diazaborine antibiotics inhibit fatty acid, phospholipid and 
lipopoly saccharide (LPS) biosynthesis and that the antibacterial target of these compounds 
is Fab I. For example, derivative 2b 18 from Grassberger, et al, (1984) J. Med Chem 27, 

35 947-953 has been reported to be a non-competitive inhibitor of Fab I (Bergler, et al, ( 1 994 ) 
J.Biol.Chem. 269, 5493-5496). Also, piasmids containing the Fab I gene from diazaborine 
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resistant S. typhimurium conferred diazaborihe resistance in E.coli (Turnowsky, et al, 
( 1 989) J. Bacterid., J 71, 6555-6565). Furthermore, inhibition of Fab I either by 
diazaborine or by raising the temperature in a Fab I temperature sensitive mutant is lethal. 
These results demonstrate that Fab I is essential to the survival of the organism (Bergler, et 
5 al, ( \994) J.Biol. Cheni. 269,5493-5496). 

Recent studies have shown that Fab I is also the target for the broad spectrum 
antibacterial agent triclosan (McMurry* et al, (1998) Nature 394, 531-532). A crystal 
structure of the E. Coli Fab I complexed with NAD and triclosan shows that triclosan acts 
as a site-directed, very potent inhibitor of Fab I by mimicking its natural substrate (Levy, et 

10 al, (1999) Nature 398, 383-384). Ward, et al ((1999) Biochem. 38, 125 14- 12525). have 

shown that there is no evidence for the formation of a covalent complex between Fab I and 
triclosan, which would be analogous to the diazaborines; triclosan differs from these , 
compounds in that it is a reversible inhibitor of Fab I. The structural data for the complex 
of Fab I with NAD and triclosan provides important information about Fab Las a 

15 therapeutic target. 

- Importantly, it has now been discovered that certain compounds are Fab I ■ 
inhibitors and have antibacterial activity, and, therefore, may be useful for the treatment of 
bacterial infections in mammals, particularly in man. 

Additionally, two of the instant Fab I inhibiting compounds have been found to be 

20 inhibitors of Streptococcus Fab K. Fab I is not present in Streptococcus, and is not 

essential in Pseudomorias. There is also reason to believe that Fab I may not be essential in 
Enterococcus. In all of these organisms, another enoyl reductase, termed Fab K, is present 
(Heath, R. J.; Rock, CO., Nature (2000), 406, 145-146). Pseudomonas and Enterococcus 
contain both Fab I and Fab K, and Streptococcus contains only Fab K. Consequently, pure 

25 Fab I inhibitors are not expected to have antibacterial activity in these organisms. Thus, 
compounds that inhibit both Fab I and Fab K have the potential to be broad-spectrum 
antibacterial agents. 

" — — — SUMM ARY QF-THE INVENTION 

30 This invention comprises compounds of the formula (I), as described hereinafter, 

which inhibit Fab I and are useful in the treatment of bacterial infections. 

This invention is also a pharmaceutical composition comprising a compound 
according to formula (I) and a pharmaceutical acceptable carrier. ~ 

This invention is a method of treating bacterial infections by inhibiting Fab I and, 
35 for certain compounds, also inhibiting Fab K. In a particular aspect, the compounds of this 
invention are useful as antibacterial agents. 

-2- 
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This invention also comprises the preparation and purification of crotonoyl-ACP 
and the use of this purified enzyme in a Fab I enzyme inhibition assay. 

DETAILED DESCRIPTION 

This invention comprises compounds of formula (I): 




wherein: 



<3lr 



10 



is 





(I) 






15 
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R4 is H or Chalky!; 

f 



indicates that one of the two designated bonds is a double bond and the 
other is a single bond; 

5 is CH2 when the bond to which it is attached is a double bond; or is H or 

Ci_4alkyl when the bond to which it is attached is a single bond; 
R 6 isHorCj_4alkyl; 
R^ is H, Ci-ftalkyl or -Co-6alkyl-Ar; 

Y is H, C 1 . 4 alkyl, N(R02. NHC(0)R\ NHCH2C(0)R- or NHC(0)CH=CHR' ; 
10 each X independently is H, Cj^alkyl, CH2OH, OR', SR\ CN, N(R >2> CHjNCR >2, 

N0 2 , CF 3 , C0 2 R , CON(R ) 2 , GOR\nR C(0)R\ F, CI, Br, I or -S(0) r CF 3 ; 

W is S or O; 

Q is H or Chalky I; 

M is CH2 or O; 
15 LisCH 2 orC(O); 

EisOorNR'; 

each R* independently is H, C 1 -6alky 1 or -C()-6alkyl-Ar; and 
r is 0, 1 or 2; 
or a pharmaceutical ly acceptable salt thereof. 
20 Also included in this invention are pharmaceutical^ acceptable addition salts and 
complexes of the compounds of this invention. In cases wherein the compounds of this 
invention may have one or more chiral centers, unless specified, this invention includes 
— — — each-unique raeemiacompound, as-well as each-unique-nonracemiccompound._ 



In cases in which compounds have unsaturated carbon-carbon double bonds, both 

25 the cis (Z) and trans (E) isomers are within the scope of this invention. In cases wherein 

O 

compounds may exist in tautomeric forms, such as keto-enol tautorners, such as 
OFT 

and , each tautomeric form is contemplated as being included within this invention, 

whether existing in equilibrium or locked in one form by appropriate substitution with R\ 
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10 



The meaning of any substituent at any one occurrence is independent of its meaning, or any 
other substituent's meaning, at any other occurrence. 

Also included in this invention are prodrugs of the compounds of this invention. 
Prodrugs are considered to be any covalently bonded, carriers which release the active 
parent drug according to formula (I) in vivo. 

The compounds of formula (I) inhibit Fab I. Inhibition of this enzyme is useful in 
the treatment of bacterial infections. Also, the compounds of this invention may be useful 
as antifungal agents. Additionally, the compounds may be useful in combination with 
known antibiotics. . 

With respect to formula (I), this invention preferably includes: compounds of 
formula (la): 



D ■ 




da). 



15 



in which R^, R^, R 4 , R^ and X are as defined for formula (I) compounds. 

With respect to formula (I), this invention preferably includes compounds of 
formula (II): 




01) 



in which R 1 , R 2 , R^ and X are as defined for formula (I) compounds. 

With respect to formula (II), this invention preferably includes compounds of 
formula (Ila): 

' f 



20 




(Ha) 



in which R*, R 2 , r3 and X are as defined for formula (I) compounds. ~ 

In particular, with respect to formula (II), this invention preferably includes 
compounds of formula (lib): 
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(in?) - 



in which R 3 is as defined for formula (I) compounds. 
Suitably, with respect to formula (I), R 3 is: 





10 



15 



20 




or 




in which X. Y. M, L and E are as defined for formula (I) compounds. 

Representative of the novel compounds of this invention are the compounds of 
examples 1-86 hereinafter, the compounds of this invention ate Fab I inhibitors useful in 
the treatment of bacterial infections. Two compounds of this invention, namely (E)-N- 
methyl-N-( 1 -methyl- 1 //-indol-3-ylfnethyl)-3-(7-ox6-5,6,7,8-tetrahydro- l,8^naphthyridin-3- 
yDacrylamide and (E)-N-methyl-N-(2-methyKl/Wndo 

tetrahydro-l,8-naphthyridin-3-yl)acrylamide, are dual Fab L/FabK inhibitors. These 
compounds have the potential to be broad spectrum antibiotics. 

Abbreviations and symbols commonly used in the peptide and chemical arts are 



25 



used herein to describe the compoundSof thi^invention— In generalrthe amino acid- 
abbreviations follow the IUPAC-IUB Joint Commission On Biochemical Nomenclature as 
described in Eur. J. Biochem., 158, 9 (1984). 

Ci. 4 alkyl as applied herein means an optionally substitutedjilkyl group of 1 to 4 
carbon atoms, and includes methyl/ethyl, n-propyl. Isopropyl, n-butyl, isobutyl and t-butyl. 
Ci^alkyl additionally includes pentyl, n-pentyl, isopentyl, neopehtyl and hexyl and the 
simple aliphatic isomers thereof. Co-4alkyl and Chalky! additionally indicates that no 
alkyl group need be present (.e.g., that a covalent bond is present). 



-7- 
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Any Chalky I or C^g alkyl may be optionally substituted with the group R x , 
which may be on any carbon atom that results in a stable structure and is available by 
conventional synthetic techniques. Suitable groups for R x are Chalky!, OR\ SR\ CN, 
N(R) 2t CH 2 N(R ) 2> -N0 2 , -CF 3 , -CC^R'-CONO* ) 2 , -COR\ -NR t(0)R', F, CI, Br, I, or 
5 -S(0) r CF3,wherein R* and r are as defined for formula (I) compounds. 

Halogen or halo means F, CI, Br, and I. 

Ar, or aryl, as applied herein, means phenyl or naphthyl, or phenyl or naphthyl 
substituted by one to three substituents, such as those defined above for alkyl, or substituted 
by methylenedioxy. 

10 Het, or heterocycle, indicates an optionally substituted five or six membered 

monocyclic ring, or a nine or ten-membered bicyclic ring containing one to three 
heteroatoms chosen from the group of nitrogen, oxygen and sulfur, which are stable and 
available by conventional chemical synthesis. Illustrative rieterocycles are benzofiiryl, 
benzimidazolyl, benzopyranyl, benzothienyl, furyl, imidazolyl, indolinyl, morpholinyl, 

15 piperidinyl, piperazinyl, pyrrolyl, pyrrolidinyl, tetrahydropyridinyl, pyridinyl, thiazolyl, 
thienyl, quinolinyl, isoquinolinyl, and tetra- and perhydro^ quinolinyl and isoquinoliriyl. 
Any accessible combination of up to three substituents on the Het ring, such as those 
defined above for alkyl, that are available by chemical synthesis and are stable are within 
the scope of this invention. 

20 Certain radical groups are abbreviated herein. t-Bu refers to the tertiary butyl 

radical, Boc refers to the tTbutyloxycarbonyl radical, Fmoc refers to the 
fluorenylmethoxycarbonyl radical, Ph refers to the phenyl radical, Cbz refers to the 
benzyloxycarbonyl radical, Bn refers to the benzyl radical, Me refers to methyl, Et refers to 
ethyl, Ac refers to acetyl, Alk refers to Cj^alkyl, Nph refers to 1- or 2-naphthyl and cHex 

25 refers to cyclohexyl. Tet refers to 5-tetrazolyl. 

Certain reagents are abbreviated herein. DCC refers to dicyclohexylcarbodiimide, 
DMAP refers to dimethylaminopyridine, EE>C refers to l-(3-dimethylaminopropyi)-3- 
ethylcarbodiimide, hydrochloride, HOBt refers to 1 -hydroxy benzotriazole, THF refers to 

— tetrahydrofuran^DIEA ^refers to diisopropylethylamine, DEAD refers to diethyl- — . 

30 azodicarboxylate, PPh3 refers to triphenylphosphine, DIAD refers to diisopropyl 

azodicarboxylate, DME refers to dimethoxyethane, DMF refers to dimethylformamide, 
NBS refers to N-bromosuccinimide, Pd/C refers to a palladium on carbon catalyst, PPA 
refers to polyphosphoric acid, DPP A refers to diphenylphosphoryl azide, BOP refers to 
benzotriazol-l-yloxy-tris(dimethyl-amino)phosphonium hexafluorophosphate, HF refers to 

35 hydrofluoric acid, TEA refers to triethylamine, TFA refers to trifluoroacetic acid, PCC 
refers to pyridinium chlorochromate. 

-8- 
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Generally, compounds of this invention are prepared by: 

(i) reacting a compound of formula (III) with a compound of formula (IV): 




HO 



(HI) 




(IV) 



wherein R 2 , R3 R 4 , R 5 and X are as defined in formula (I), with any reactive 
functional groups protected, in the presence of EDC and HOBT; 

(ii) reacting a compound of formula (V) with a compound of formula (VI): 



10 




Halo-R3 (VI) 



15 



20 



wherein R^, R-* and X are as defined in formula (I) and Halo is Br, CI, F or I, with 
any reactive functional groups protected, in the presence of a palladium (II) salt, a 
phosphine ligand and base; 

and thereafter removing any protecting groups, and optionally forming a 
pharTnaceuticalIy.acceptable salt. 

In particular, compounds of the formula (I) are prepared by the general methods 
described in the Schemes hereinafter. 

Scheme I 



Br 



Bn0 2 C 



N NhL 



HO a C 




N NH 0 



(a) benzyl aery late, Pd(OAc)2. P(o-tol)3, (i-Pr) 2 NEt, propionitrile; (b) 1 .0 N NaOH,, 
MeOH; (c) l-methyI-2-(methylaminomethyl)indole, EDC, HOBt • H2O, Et 3 N, DMF. 



-9 
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A suitable haloaromatic derivative, for instance for instance 2ramino-5- 
bromopyridine (1-1), reacts with an appropriate a^-unsaturated ester, for example benzyl 
acrylate, in a Heck-type reaction (see Heck, Org. Reactions 1982, 27, 345) to afford 1-2. 

5 The reaction is mediated by a palladium(O) species, and generally is conducted in an inert 
solvent, such as CH3CN, propionitrile, or toluene, in the presence of an appropriate acid 
scavenger, such as triethylamine (Et 3 N) or diisopropylethylamine ((i-Pr) 2 NEt). Typical 
sources of the palladium(O) species include palladium (IT) acetate (Pd(OAc) 2 ) and ; 
palladium(II) chloride (PdCl^, and oftentimes phosphine ligands, for instance 

10 triphenylphosphine (PPh 3 ) or tri-ortho-tolylphosphine (P(tol) 3 ), are included. The ethyl 

ester of 1-2 is hydrolyzed using aqueous base, for example, LiOH in aqueous THF or NaOH 
in aqueous methanol or ethanol, and the intermediate carboxylate salt is acidified with a 
suitable acid, for instance TFA or HC1, to afford the carboxylic acid I : 3; The carboxylic 
acid of 1-3 is converted to an activated form using, for example, EDC and HOBt, or SOCl 2 , 

15 and the activated form is subsequently reacted with an appropriate amine, for instance 1- 
methyl-2Kmethylaminomethyl)indole, in a suitable solvent such as DMF, CH 2 C1 2 , or 
CH3CN, to afford 1-4. Depending on whether acid neutralization is required, an added 
base, such as triethylamine (Et 3 N), diisopropylethylamine ((i-Pr) 2 NEt), or pyridine, may be 
used. 

20 Many additional methods for converting a carboxylic acid to an amide are known, 

and can be found in standard reference books, such as "Compendium of Organic Synthetic 
Methods", Vol. I - VI (published by Wiley-Interscience), or Bodansky; "The Practice of 
Peptide Synthesis" (published by Springer- Verlag), which are incorporated herein by 
reference. 

25 Amide coupling reagents as used herein denote reagents which may be used to form 

peptide bonds. Typical coupling methods employ carbodiimides, activated anhydrides and 
esters and acyl halides. Reagents such as EDC, DCC, DPPA, PPA, BOP reagent, HOBt, N- 
hydroxysuccinimide and oxalyl chloride are typical. 

Typically, the amine is coupled via its free amino group to~an appropriate 

30 carboxylic acid substrate using a suitable carbodiimide coupling agent, such as N,N* 
dicyclohexyl carbodiimide (DCC), optionally in the presence of catalysts such as 1- 
hydroxybenzotriazole (HOBt) and dimethylamino pyridine (DMAP). JDther methods, such 
as the formation of activated esters, anhydrides or acid halides, of the free carboxyl of a 
suitably protected acid substrate, and subsequent reaction with the free amine, optionally in 

35 the presence of a base, are also suitable. For example, a benzoic acid is treated in an 

anhydrous solvent, such as methylene chloride or tetrahydrofuran (THF), in the presence of 

- 10- 
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Scheme II 



H 



n 3 q 



N^CO z Et b 



V " 2 



H a9 

c i ( IT I 



H 3 q 9 




10 



15 



(a) NaH,MeI,DMF;(b)CH3NH 2 ,H 2 0,MeOH;(c)UAlH4,THF. , 

r nartne r S used in the present invention were prepared by established 
The amine coupling partners used in me P nrepa red by the 

.„ , hn « of skill in the art. For example, amine 11-4 is prepaicu y 

I»vL <n- ) is deproronared wirh a stable b*s.. ganaraU, sod,™ hydride (NaH), . 

r : — - * — -* - 

a j it i Pnlar solvents such as DMF , THF, or mixiureb 

can be saponitied unaer si* et hanol or methanol, and 

t ™i M,nH or KOH in an aqueous solvent, such as THF, ethanoi. or m 



20 
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Scheme III 




5 (a) CH 3 NH 2 , NaCNBH 3 , MeOH. 

The amine coupling partners used in the present invention can also be prepared by the 
reductive amination of an appropriate aldehyde (Scheme III). This method, which is well- 
known to those of skill in the art, involves the initial conversion of an aldehyde to an 

10 intermediate imine, which is subsequently reduced, oftentimes in situ, to afford the amine. 
For example, the commercially-available aldehyde m-1 reacts with an appropriate amine, 
for instance methylamine, to afford an intermediate imine (not shown), which is reduced in 
situ to amine III-2 by reaction with a suitable reducing agent, usually sodium 
cyanoborohydride or sodium (triacetoxy)borohydride. Frequently, the reaction is 

15 conducted in the presence of an acid, such as acetic acid, in a polar solvent such as 
methanol or DMF. 



Scheme IV 




(a) Ac 2 0, NaHC0 3 , THF. 



The amine of compound IV-1 (prepare^"ay^e^cTibed"in Scheme d) reacts with a variety-of- 
25 acylating agents to produce amides, sulfonamides, ureas, and carbamates. For example, 
IV-1 reacts with acetic anhydride (Ac 2 0) in a neutral solvent, typically THF, in the 
presence of a suitable base, such as sodium bicarbonate (NaHC03), to afford IV-2. Other 
acylating agents, including sulfonyl halides, isocyanates, and chlorocarbonates, also 
participate in this reaction to afford sulfonamides, ureas, and carbamates, respectively. 

30 
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Scheme V 




1 



2 H 3 Boc 



8 YY^] d Bn °2 c ^ s ^p*^ ,f H ° 2C 




N 7*N ■ n in 



Boc 5 



Boc c H 



,5 (a) H 2 , Pd/C, EtOH; (b) (Boc) 2 0, LiHMDS, THF; (c) NBS, AcOH, CH 2 Cl 2 ; (d) benzyl 
acrylate, Pd(OAc) 2 , P(o-tol) 3 , (i-Pr) 2 NEt, propionitrile; (e) 4 N HCl/dioxane; (f) LiOH, 
H 2 0, MeOH. 

1 ,8-Naphthyridine (V-l) can be selectively reduced to 1 ,2,3,4-tetrahydro- 1 ,8- 

1 0 naphthyridine (V-2) by reaction with hydrogen gas in the presence of a suitable catalyst, 
preferably palladium metal on activated carbon (Pd/C), in an inert solvent, generally 
MeOH, EtOH, EtOAc, or mixtures thereof. V-2 is converted to a suitably protected 
derivative, for instance the N-Boc protected derivative V-3, by reaction with di-rcrr-butyl 
dicarbonate in the presence of an appropriate base, preferably lithium hexamethyldisilazide 

1 5 (LiHMDS). The protecting group for the amine must be compatible with subsequent 
chemistry, and must be readily removable when desired. Methods for the protection of 
amines are well-known to those of skill in the art, and are described in standard reference 
volumes, such as Greene "Protective Groups in Organic Synthesis" (published by Wiley- 
Interscience). V-3 is selectively brominated at the 6-position by reaction with a suitable 

20 brominating agent; such as bromine (Br 2 ) or N-bromosuccinimide (NBS). Typical solvents 
for a bromination reaction include CH 2 C1 2 , CC1 4 , MeOH, AcOH, or mixtures thereof. The 
~ resulting 6*mmo-IX5?Peemta3flnf*^^ a Heck taction 

as described in Scheme I to afford V-5. Removal of the Boc protecting group is 
accomplished under standard acidic conditions well-known to those of skill in the art (see 

25 Greene above), and the benzyl ester is saponified as described in Scheme I to afford V-6. 
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Scheme VI 




6 + 8 




5 (a) LiAlH 4 , THF; (b) NBS, CH 2 C1 2 ; (c) 48% HBr; (d) (Me0 2 C) 2 CH 2 , NaOMe, MeOH; 
(e) NaOH, H 2 0, MeOH, (0 HC1, H 2 0, MeGH; (g) aery loyl chloride, Et 3 N, CH 2 C1 2 ; (h) 
Pd(OAc) 2 , P(<?-tol)3, (i-Pr) 2 NEt, propionitrile. 

Commercially available 2-aminonicotinic acid (VI- 1) is reduced to alcohol VI-2 
10 under standard conditions (UAIH4, THF), and the aromatic ring of VI-2 is brominated 
using, for exampleVbrc^ine^c^N-bromosuccinimide (NBS) r in a neutral solvent such as 
CH 2 Cl 2 , to afford VI-3. On reaction with 48% aqueous HBr, VI-3 is converted to bromide 
VI-4, which reacts with a diester of malonic acid, for instance dimethyl malonate, in the ■ 
presence of a suitable base, typically sodium methoxide, in an alcoholic solvent such as 
15 methanol, to afford the naphthyridone derivative VI-5. Saponification and neutralization 
under standard conditions affords an intermediate carboxylic acid (not shown), which is 
typically not isolated, but is subject to decarboxylation on gentle warming to afford the 
naphthyridone VI-6. This compound reacts with acrylamide VI-8 in a Heck-type reaction 
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as described in Scheme I to afford VI-9. Alternatively, VI-6 might be converted to VI-9 
according to the general procedure described in Scheme I for the conversion of 1-1 to 1-4. 
The acrylamide VI-8 is conveniently prepared by reaction of amine VI-7 (see Scheme II) 
with an activated form of acrylic acid in an amide bond-forming reaction. Typical 
5 conditions for the formation. of amides are described in Scheme I, and are Well-known to 
those of skill in the art. 

Scheme VII 




(a) CH 3 NH 2 , H 2 0, THF; (b) (MeO) 2 C=0, NaOMe, MeOH; (c) compound VI-8, 
Pd(OAc) 2 , P(o-tol)3, (i-Pr) 2 NEt, propionitrile. 



15 Benzylic bromide VII-1, prepared as described in Scheme VI, reacts with an 

amine, for example aqueous methylamine, to afford benzylic amine VII-2. Polar solvents 
such as THF, DMF, DMSO, or mixture thereof, are generally preferred for this reaction. 
VII-2 reacts with a dialkyl carbonate, preferably dimethyl carbonate, in the presence of a 
suitable base, typically sodium methoxide, in an alcoholic solvent, generally methanol, to 

20 afford the cyclic urea derivative VII-3. This compound is converted to VII-4 by reaction 
with compound VI-8 as described in Scheme VI. 
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Scheme vm 




5 (a) SnC\ 2 * H 2 0, EtOH; (b) 96% HC0 2 H; (c) TrCi, Et 3 N, CH 2 C1 2 ; (d) benzyl achate, 
Pd(OAc) 2 , P(o-tol) 3 , (i-Pr) 2 NEt, propionitrile; (e) 4 N HCl/dioxane; (f) NaOH, H 2 0, 
MeOH. 

The nitro group of commercially available 2«amino-5-bromo-3-nitropyridine (VIII- 
10 1) is reduced under standard conditions using, for example, tin (II) chloride in EtOH. The 
resulting diamine, VIII-2, reacts with formic acid, or an appropriate equivalent, to afford 
the imidazopyridine derivative Vffl-3. This compound is converted to a suitably protected 
derivative, for instance the N-trityl protected derivative VIII-4, by reaction with trityl 
chloride in the presence of an appropriate base, typically triethylamine or 
1 5 diisopropylethylamine. Typical solvents for this reaction include CH 2 C1 2 , E)MF, or 

mixtures thereof. As discussed in Scheme V, the protecting group for the amine must be 
compatible with the subsequent chemistry, and must be readily removable when desired. 
VHI-4 is converted to VIII-6 according to the general procedure described in Scheme V. 
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Scheme IX 




5 (a) Br2, AcGH; (b) N-methy I-N-( 1-methy 1- 1 //-indol-2-ylmethyl)acry lamide, Pd(0 Ac>2, 
P(o-tol)3, (i-Pr)2NEt, propionitrile. 

Commercially-available 2,2-dipyridyiamine (IX-1) is mono-brominated at the 5-position 
by reaction with a suitable brominating agent, such as bromine (Btq) or N- 
10 bromosuccinimide (NBS). Typical solvents for a bromination reaction include CH2CI2, 
CCI4, MeOH, AcOH, or mixtures thereof. The resulting mono-bromo derivative IX-2 
reacts with N-methyl-N-(l-methyl-l//-indol-2-ylmethyl)acrylamide in a Heck-type 
reaction as described in Scheme I to afford IX-3. 



15 Scheme X 




(a) Br2, AcOH; (b) N-methyl-N-(l -methyl- l//-indol-2-ylmethyI)acry lamide, Pd(OAc>2, 



20 P(otol>3, (i-Pr)2NEt, propionitrile. 

Commercially-available 2//-pyrido[3,2-fc]-l,4-oxazin-3(4//)-one (X-l) is selectively 
brominated at the 5-position by reaction with a suitable brominating agent, such as bromine 
(Br2> or N-bromosuccinimide (NBS). Typical solvents for a bromination reaction include 
25 CH2CI2, CCI4, MeOH, AcOH, or mixtures thereof. The resulting mono-bromo derivative 
X-2 reacts with N-methyl-N-(l -methyl- l//-indol-2-ylmethyl)acry lamide in a Heck-type 
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reaction as described in Scheme I to afford X-3. 

Acid addition salts of the compounds are prepared in a standard manner in a 
suitable solvent from the parent compound and an excess of an acid, such as hydrochloric, 
hydrobromic, hydrofluoric, sulfuric, phosphoric, acetic, trifluoroacetic,.ma!eic, succinic or 
5 methanesutfonic. Certain of the compounds form inner salts or zwitterions which may be 
acceptable. Cationic salts are prepared by treating the parent compound with an excess of 
an alkaline reagent, such as a hydroxide, carbonate or alkoxide, containing the appropriate 
cation; or with an appropriate organic amine. Cations such as Li + , Na + , K+, Ca++, Mg++ 
and NH4+ are specific examples of cations present in pharmaceutical ly acceptable salts. 

10 This invention also provides a pharmaceutical composition which comprises a 

compound according to formula (I) and a pharmaceutical ly acceptable carrier. 
Accordingly, the compounds of formula (I) may be used in the manufacture of a 
medicament. Pharmaceutical compositions of the compounds of formula (I) prepared as 
hereinbefore described may be formulated as solutions or lyophilized powders for 

15 parenteral administration. Powders may be reconstituted by addition of a suitable diluent 
or other pharmaceutically acceptable carrier prior to use. The liquid formulation may be a 
buffered, isotonic, aqueous solution. Examples of suitable diluents are normal isotonic 
saline solution, standard 5% dextrose in water or buffered sodium or ammonium acetate 
solution. Such formulation is especially suitable for parenteral administration, but may also 

20 be used for oral administration or contained in a metered dose inhaler or nebulizer for 

insufflation. It may be desirable to add excipients such as polyvinylpyrrolidone, gelatin, 
hydroxy cellulose, acacia, polyethylene glycol, mannitol, sodium chloride or sodium 
citrate. 

Alternately, these compounds may be encapsulated, tableted or prepared in a 
25 emulsion or syrup for oral administration. Pharmaceutically acceptable solid or liquid 

carriers may be added to enhance or stabilize the composition, or to facilitate preparation of 
the composition. Solid carriers include starch, lactose, calcium sulfate dihydrate, terra alba, 
magnesium stearate or stearic acid, talc, pectin, acacia, agar or gelatin. Liquid carriers 

include syrup, peanut^ilrolive oilrsaline and waterH The carrier may-also include a 

30 sustained release material such as glyceryl monostearate or glyceryl distearate, alone or 
with a wax. The amount of solid carrier varies but, preferably, will be between about 20 
mg to about 1 g per dosage unit. The pharmaceutical preparations are made following the 
conventional techniques of pharmacy involving milling, mixing, granulating, and 
compressing, when necessary, for tablet forms; or milling, mixing and filling for hard 
35 gelatin capsule forms. When a liquid carrier is used, the preparation wiil be in the form of 
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a syrup, elixir, emulsion or ah aqueous or non-aqueous suspension. Such a liquid 
formulation may be administered directly p.o. or filled into a soft gelatin capsule. 

For rectal administration, the compounds of this invention may also be combined 
with excipients, such as cocoa butter, glycerin, gelatin or polyethylene glycols, and molded 
5 into a suppository. 

For topical administration, the compounds of this invention may be combined with 
diluents to take the form of ointments, gels, pastes, creams, powders or sprays. The 
compositions which are ointments, gels, pastes or creams contain diluents, for example, 
animal and vegetable fats, waxes, paraffins, starch, tragacanth, cellulose derivatives, 

10 polyethylene glycols, silicones, bentonites, silicic acid, talc and zinc oxide, or mixtures of 
these substances. The compositions which are powders or sprays contain diluents, for 
example, lactose, talc, silicic acid, aluminum hydroxide, calcium silicate and polyamide 
powder, or mixtures of these substances. Additionally, for topical ophthalmologic 
administration, the typical carriers are water, mixtures of water and water miscible solvents, 

15 such as lower alkanols or vegetable oils, and water-soluble non-toxic polymers, for 
example cellulose derivatives, such as methyl cellulose. 

The compoundis described herein are inhibitors of Fab I* and are useful for treating 
bacterial infections. For instance, these compounds are useful for the treatment of bacterial 
infections, such as, for example, infections of upper respiratory tract (e.g. otitis media, 

20 bacterial tracheitis, acute epiglottitis, thyroiditis), lower respiratory (e.g. empyema, lung 

abscess), cardiac (e:g. infective endocarditis), gastrointestinal (e.g. secretory diarrhoea, splenic 
abscess, retroperitoneal abscess), CNS (e.g. cerebral abscess), eye (e.g. blepharitis, 
conjunctivitis, keratitis, endophthalmitis, preseptal and orbital cellulitis, darcryocystitis), 
kidney and urinary tract (e.g. epididymitis, intrarenal and perinephric abscess, toxic shock 

25 syndrome), skin (e.g. impetigo, folliculitis, cutaneous abscesses, cellulitis, wound infection, 
bacterial myositis), and bone and joint (e.g. septic arthritis, osteomyelitis). Also* the 
compounds of this invention may be usefulas antifungal agents. Additionally, the 
compounds may be useful in combination with known antibiotics. 

Th* TOmpoulid^f this invention are administered to-the patient.-in a ma nner such 

30 that the concentration of drug is sufficient to treat bacterial infections. The pharmaceutical 
composition containing the compound is administered at an oral dose of between about 10 
mg to about 1000 mg, taken once or several times daily, in a manner consistent with the 
condition of the patient. Preferably, the oral dose would be about 5CT mg to about 500 mg, 
although the dose may be varied depending upon the age, body weight and symptoms of the 

35 patient. For acute therapy, parenteral administration is preferred. An intravenous infusion 
of the compound of formula (I) in 5% dextrose in water or normal saline, or a similar 
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formulation with suitable excipients, is most effective, although an intramuscular bolus 
injection is also useful. The precise level and method by which the compounds are 
administered is readily determined by one skilled in the art. 

The compounds may be tested in one of several biological assays to determine the 
5 concentration of compound which is required to have a given pharmacological effect. . 

Cloning of 5. aureus FabI : 

The fabl gene was cloned from the chromosomal DNA of S. aureus strain , 
10 WCUH29 using the polymerase chain reaction. Amplification was performed using Taq 
DNA polymerase (BRL) and the following primers: 5V 
CG CCTCG AG ATGTTAAATCTTG AAAAC A AAAC ATATGTC-3 * and 5 - 
CG CGG ATCC AATCAAGTC AGGTTG AAATATCC A-3 ' (Xhol and BamHl sites 
underlined). The resulting fragment was then digested with Xhol and BamHI and ligated 
15 into Xhol- and £a mHI-digested expression vector pET- 1 6b (Novagen), producing pET- 
His|Q-/db/. The gene sequence of fab! was confirmed by automated cycle sequencing 
using an Applied Biosystems model 377 machine. The untagged version of pET-fabl was 
constructed by digesting pET-His \Qifab! with Ncol and Mtel to remove a 97 bp fragment 
encoding the His 10 tag, the factor Xa cleavage site and the first 8 amino acids of FabI, and 
20 replacing it with a linker encoding the first 8 amino acids of FabI plus a glycine residue 

between the initiator methionine and the lysine at position 2. This plasmid was called pET- 
fabl. The linker was made by annealing the following two oligonucleotides: 5 - 
CATGGGCTTAAATCTTG AAAAC AAA AC A-3 * and 5 - 

TATGT r IT GTTTTC AAG ATTTAAGCC-3 \ The linker sequence in pET-fabl was 
25 confirmed by dideoxy sequencing. Only native FabI was used for compound evaluation. 
For overproduction of native FabI, plasmid pET-fabl was transformed into BL21(DE3) 
(Novagen) cells, to form strain BL21(DE3):pET-/afc/. 
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S, aureus FabI was expressed as soluble protein to 10% of total cell protein, 400g 
cells being recovered from 15L fermentation in tryptone phosphate medium. The ceils 
5 were lysed and the sample centrifuged. The resulting supernatant was filtered and purified * 
using three consecutive chromatography columns: ion-exchange (Sourse 15Q), dye-affinity 
(Blue sepharose), and size exclusion chromatography columns (Superose 12). After each 
column the FabI containing fractions were pooled, concentrated, and checked for purity and 
biological activity. 

10 

Cloning of E. coli FabI : 

A PCR fragment of correct size for E. coli FabI was PCR amplified from E.coli 
chromosomal DNA, subcloned into the TOPO TA cloning vector, and verified by colony 

15 PCR + restriction endonuclease analysis. The presumptive £. coli FabI PCR fragment was 
subcloned into the expression vector pBluePet. The FabI clone was transformed into E. 
coli strain BL21(DE3). Small Scale expression studies show an over-expressed protein 
band of correct molecular weight (-28 Kda) for E, coli FabI clearly visible following 
Coomassie staining of SDS PAGE gels. DNA sequencing of the E. coli FabI expression 

20 constructs illustrated that no errors were apparent. N' terminal amino acid sequencing has 
confirmed the over-expressed protein band to be E. coli FabL 

Purificatio n of E. coli FabI 

25 E, coli FabI was expressed as soluble protein to 15% of total cell protein, 120g cells 

being recovered from 3L fermentation in shake flasks in modified terrific broth. The cells 
- were lysed and the sample centrifuged. The resulting supernatant was filtered and purified 
using three consecutive chromatography columns: ion-exchange (Sourse 15Q), dye-affinity 
(blue sepharose) r and size exclusion (superose 12).-After-each coIumn the FabI containing 

30 fractions were pooled, concentrated and checked for purity and biological activity. 
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5 aureus FabI Enzvme Inhibition Assay (NADH) : 

Assays were carried out in half-area, 96- we! I microti tre plates. Compounds were 
evaluated in 50-uL assay mixtures containing 100 mM NaADA, pH 6.5 (ADA = ? N-[2- 
5 acetamido]-2-iminodiacetic acid), 4 % glycerol, 0.25 mM crotonoyl CoA, I mM NADH, 
and an appropriate dilution of 5. aureus FabL Inhibitors were typically varied over the . 
range of 0.0 1 - 1 0 uM. The consumption of NADH was monitored for 20 minutes at 30 °C 
by following the change in absorbance at 340 nm. Initial velocities were estimated from an 
exponential fit of the non-linear progress curves represented by the slope of the tangent at t 
10 =0 min. IC5o*s were estimated from a fit of the initial velocities to a standard, 4-parameter 
model and are typically reported as the mean ± S.D. of duplicate determinations. Triclosan, 
a commercial antibacterial agent and inhibitor of FabI, is currently included in all assays as 
a positi ve control. Compounds of this invention have IC5(/s from about 5.0 micromolar to 
about 0.05 rriicrdmolar. 

15 

S aureus FabI Enzvme Inhibition Assay (NADPffl : 

Assays were carried out in half-area, 96- well microtitre plates. Compounds were 
evaluated in 150-uL assay mixtures containing 100 mM NaADA, pH 6.5 (ADA = N-[2- 

20 acetamidoJ-2-iminodiacetic acid), 4 % glycerol, 0.25 mM crotonoyl Co A, 50 uM NADPH, 
and an appropriate dilution of S. aureus FabI. Inhibitors were typically varied over the 
range of 0.01-10 uM. The consumption of NADPH was monitored for 20 minutes at 30 °C 
by following the change in absorbance at 340 nm. Initial velocities were estimated from an 
exponential fit of the non-linear progress curves represented by the slope of the tangent at t 

25 =0 min. IC5q's were estimated from a fit of the initial velocities to a standard, 4-parameter 
model and are typically reported as the mean ± S.D. of duplicate determinations. Triclosan, 
a commercial antibacterial agent and inhibitor of FabI, is currently included in all assays as 
a positive control. 

30 E. colt FabI Enzyme Inhibition Assay : ' 

Assays were carried out in half-area, 96-weII microtitre plates. Compounds were 
evaluated in 150-uL assay mixtures containing 100 mM NaADA, pH*6.5 (ADA = N-[2- 
acetamidol-2-iminodiacetic acid), 4 % glycerol, 0.25 mM crotonoyl CoA, 50 uM NADH, 
35 and an appropriate dilution of E. colt FabI. Inhibitors were typically varied over the range 
of 0.01-10 uM. The consumption of NADH was monitored for 20 minutes at 30 °C by 
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following the change in absorbance at 340 nm. Initial velocities were estimated from an 
exponential fit of the non-linear progress curves represented by the sJope of the tangent at t 
= 0 min. IC5Q*s were estimated from a fit of the initial velocities to a standard, 4-parameter 
model and are typically reported as the mean ± S.D. of duplicate determinations. Triclosan, 
5 a commercial antibacterial agent and inhibitor of FabI, is currently included in all assays as 
a positive control. Compounds of this invention have K^q's from about 100.0 micrqmolar 
to about 0.05 micromolar. 

..... Preparation and purification of crotonovl-rACP : 

10 

Reactions contained 5 mg/mL E. coli apo-ACP, 0.8 inM crotonoyl-CoA (Fluka), 10 mM 
MgCl2. and 30 uM S. pneumoniae ACP synthase in 50 mM NaHEPES, pH 7.5. The 
( mixture was gently mixed on a magnetic stirrer at 23 °C for 2 hr, and the reaction was 
terminated by the addition of 15 mM EDTA . The reaction mixture was filtered through a 
15 0.2 micron filter (Millipore) and applied to a MonoQ column (Pharmacia) equilibrated with 
20 mM Tris-Cl, pH 7.5. The column was washed with buffer until all nonadherent 
material was removed (as observed by UV detection), and the crotonoyl-ACP was eiuted 
with a linear gradient -of 0 to 400 mM NaCl. 

20 S. aureus FabI Enzvme Inhibition Assay using crotonovl-ACP : 

Assays are carried out in half-area, 96-welI microtitre plates. Compounds are evaluated in 
150 uL assay mixtures containing 100 mM NaADA, pH 6.5 (ADA = N-(2-acetamido)-2- 
iminodiacetic acid), 4 % glycerol, 25 uM crotonoyl-ACP, 50 uM NADPH, and an 

25 appropriate dilution of 5. aureus Fab I (approximately 20 nM). Inhibitors are typically 
varied over the range of 0.01-10 uM. The consumption of NADPH is monitored for 20 
minutes at 30 °C by following the change in absorbance at 340 nm. Initial velocities are 
estimated from a linear fit of the progress curves. IC50's are estimated from a fit of the 
initial velocities to a standard, 4-parameter model (Equation 1) and are typically reported as 

30 the mean ± S.D. of duplicate determinations. Compounds of this invention in this assay 
have IC5f/s from about 100.0 micromolar to about 0.04 micromolar. The apparent Ki is 
calculated from Equation 2 assuming the inhibition is competitve with crotonoyl-ACP. 



35 



Equation I : v = Range/( 1 +[I]/IC50) s + Background 
Equation 2: Ki(app) = IC50/(l+[S]/Ks) 
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FabK Enzyme Inhibition Assay 

FabK catalyses the reduction of enby 1- ACPs with the concomitant oxidation of ^ 
5 NADH. The reduction of crotonoyl-ACP to butyryl-ACP can be monitored by following 
the change in absorbance at 340 nm as NADH is oxidized. 

Assays were carried out in Costar 3696 half-area plates in a final assay volume of 
150 uL on a Spectramax platereader. The substrates (NADH and crotonoyl-ACP) were 
incubated with FabK enzyme in 100 rnM N-[2-acetamidoj-2 iminodiacetic acid (ADA), pH 
10 6.5, 100 mM NH4CI, 4% glycerol at 30 °C and the reaction was monitored at 340 nm. 

Using the above assay, compounds were tested for inhibition of FabK. 30 uL of 
inhibitor was added to a well of the plate. 30 uL of a 250 uM stock of NADH and 60 uL of 
a 67.5 uM stock of crotonoyl ACP were then added to the well. The plate was incubated at 
30 °C for 5 miii. The reaction was initiated by adding 30 uL of a 6.25 nM stock of enzyme 
15 to the well (also pre-incubated at 30 °C). The reaction was then monitored at A340 nm for 
30min at30°C. Positive controls were reactions without compound. Negative controls 
were reactions without enzyme and without compound. Final concentrations in the assay 
mixture were 25 uM crotonoyl-ACP, 50 uM NADH, arid 1.25 nM enzyme. 

IC50s were determined for compounds by carrying out the assay at 8 different 
20 concentrations of compound ( 100 uM-0.75 uM) in duplicate. The IC50 was calculated 

using Grafit software (v 4.09). The two Fab K inhibitors of this invention have IC50*s of 
about 5 micromolar. 

Antimicrob ial Activity Assay: 

25 

Whole cell antimicrobial activity was determined by broth microdilution using the 
National Committee for Clinical Laboratory Standards (NCCLS) recommended procedure. 
Document M7-A4, "Methods for Dilution Susceptibility Tests for Bacteria that Grow 

—Aerobically^The compound-was tested in serial t wo-fold dilutions ran ging from 0.06 to 

30 64 mcg/mL. Test organisms were selected from the following laboratory strains: 
Staphylococcus aureus Oxford, Staphylococcus aureus WCUH29, Streptococcus 
pneumoniae ERY2, Streptococcus pneumoniae 1629, Streptococcus pneumoniae N 1387, 
Enterococcus faecalis 1, Enterococcus faecalis 7, Haemophilus influenzae Ql, 
Haemophilus influenzae NEMC1, Mpraxella Catarrhalis 1502, Escherichia coli 7623 
35 AcrABEFD+, Escherichia coli 120AcrAB-, Escherichia coli MG1655, Escherichia coli 
MG1658. The minimum inhibitory concentration (MIC) was determined as the lowest 
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concentration of compound that inhibited visible growth. A mirror reader was used to 
assist in determining the MIC endpoint. 

One skilled in the art would consider any compound with a MIC of less than 256 
u>g/mL to be a potential lead compound. Preferably, the compounds used in the 
5 antimicrobial assays of the present invention have a MIC value of less than 128 H-g/mL. 
Most preferably, said compounds have a MIC value of less than 64 |ig/mL. 

According to the instant invention, the preferred Fab I and Fab K enzyme inhibition 
assays use crotonoyl-ACP, rather than crotonoyl CoA, as a substrate. Thus, this invention 
comprises the preparation and purification of crotorioylrACP and the use of this purified 

10 enzyme in Fab I and Fab K enzyme inhibition assays. Crotonoyl-ACP was synthesised 
using S. pneumoniae ACP synthase to catalyse the addition of a crotonoyl group from 
crotonoyl CoA to E.coli apo-acyl carrier protein (ACP). In a further aspect of this 
invention, it is contemplated that an apo-acyl carrier protein from any bacterial species, 
such as from Escherichia coli, Staphylococcus and Streptococcus, can be used in the 

15 preparation of crotonoyl-ACP. This synthesis was carried out in the presence of 

magnesium chloride in NaHEPES, pH 7.5. The reaction was complete in 2 hours at a 
reaction temperature of about 20r30°C, preferably at 23°C. 

The purified crotonoyl-ACP prepared above is then used in the Fab I and Fab K 
assays to determine the inhibitors of the instant invention. Assays may be carried out, for 

20 example, in Costar 3696 half-area plates, preferably at a final assay volume of 150 ul on a 
Spectramax platereader. Preferred substrates used in the methods of the invention are 
NADH, NADPH, an NADH analogue and crotonoyl-ACP: Further provided are preferred 
methods comprising the step of incubating substrates with Fab I or Fab K in 100 mM N-[2- 
acetamido]-2 iminodiacetic acid (ADA), pH 6.5. This reaction may be monitored at 340 

25 nm, among other wavelengths. 

The examples which follow are intended in no way to limit the scope of this 
invention, but are provided to illustrate how to make and use the compounds of this 
invention. Many other embodiments will be readily apparent to those skilled in the art. 
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EXAMPLES 

General - ' 

Proton nuclear magnetic resonance ( l H NMR) spectra were recorded ateither 300 
or 360 MHz, and chemical shifts are reported in parts per million (5)downfield from the 
5 ; internal standard tetramethylsilane (TMS). Abbreviations for NMR data are as follows: s = 
singlet, d = doublet, t = triplet, q = quartet, m = multiplet, dd = doublet of doublets, dt - 
doublet of triplets, app = apparent, br = broad. J indicates the NMR coupling constant 
measured in Hertz. CDGI3 is deuteriochlorofoitn, DMSOd6 is 

hexadeuteriodimethylsulfoxide, and CD3OD is tetradeuteriomethanoL Mass spectra were 
10 obtained using electrospray (ES) ionization techniques. Elemental analyses were ? 
performed by Quantitative Technologies Inc., Whitehouse, NJf. Melting points were 
obtained on a Thomas-Hoover melting point apparatus and are uncorrected; All 
temperatures are reported in degrees Celsius; Analtech Silica Gel GF and E. Merck Silica 
Gel 60 F-254 thin layer plates were used for thin layer chromatography. Flash 
15 chromatography was carried but on E. Merck Kieselgel 60 (230-400 mesh) silica gel 

Analytical HPLG was performed on Beckman chromatography systems. Preparative HPLC 
was performed using Giison chromatography systems. ODS refers to an octadecylsilyl 
derivatized silica gel chromatographic support. YMC ODS-AQ® is an ODS 
chromatographic support and is'a registered trademark of YMC Co. Ltd., Kyoto, Japan. 
20 PRP-1® is a polymeric (styrene-divinylbenzene) chromatographic support, and is a 

registered trademark of Hamilton Co., Reno, Nevada. Celite® is a filter aid composed of 
acid- washed diatomaceous silica, and is a registered trademark of Man vi lie Corp., Denver, 
Colorado. 
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Preparation 1 » . 

Preparatioh of l-methyl-2-(methvlaminome thvl VI //-indole 

5 a) Ethyl l-methy!-I/Y-indole-2-carboxylate 

NaH (60% dispersion in mineral oil, 8.02 g, 200,49 mmole) was washed with 
hexanes, then was suspended in dry DMF (530 mL). Solid ethyl indole-2-carboxytate 
(25.29 g, 133.66 mmole) was added portion wise over 5-10 min, allowing gas evolution to 
subside between additions. When the addition was complete, the yellow mixture was 

10 stirred for 15 min, then methyl iodide (42 mL, 668.3 mmole) was added all at once. The 
reaction was exothermic, and the internal temperature rose to 40 - 45°C. After 1 hr; the 
reaction was quenched with 10% NH4CI (100 mL) and concentrated on the rotavap (high 
vacuum). The residue was partitioned between Et2O(500 mL) and H2O (100 mL), and the 
layers were separated. The Et20 layer was washed with H2O (100 mL), dried (MgSQ4), 

15 and concentrated to leave the title compound (27.10 g, quantitative) as a light yellow solid. 
This was used without further purification: TLC (10% EtOAc/hexanes) Rf = 0.39. 

b) N, 1 -Dimethyl- 1 //-indble-2-carboxamide 

A suspension of ethyl 1 -methyl- l//-indole-2-carboxy late (27.10 g, 133.34 mmole) 

20 in 40% aqueous CH 3 NH 2 (300 mL) and MeOH (30 mL) was stirred at RT. A solid tended 
to gradually creep up the walls of the flask, and was washed down periodically with MeOH. 
The flask was tightly stoppered to keep the material inside the flask. As the reaction 
proceeded, the solid dissolved, but eventually the product began to precipitate. The 
reaction was stirred at RT for 5 days, then was concentrated to remove approximately 200 

25 mL of the solvent. The remaining residue was diluted with H2O (300 mL), and the solid 
was collected by suction filtration and washed with H2O. Drying at 50 - 60°C in high 
vacuum left the title compound (23.45 g, 93%) as a faintly yellow solid: *H NMR (300 
MHz, CDCI3) 8 7.63 (d, J = 8.0 Hz, 1 H), 7.27 - 7.43 (m, 2 H), 7.10 - 7.20 (m, 1 H), 6.80 (s, 

l-H) r 6rl0-6.30(m^^ — 

30 

c) l-Methyl-2-(methylaminomethyl)-l //-indole 

A 3-liter 3-necked roundbottom flask equipped with overhead stirring was charged 
with N,l -dimethyl- l//-indole-2-carboxamide (23.45 g, 124.58 mmole) and anhydrous THF 
( 1 70 mL). The solution was stirred while a solution of Li AIH4 in THF ( 1 .0 M, 250 mL, 
35 250 mmole) was added via syringe. Gas was evolved during the addition of the first 50 mL 
of LiAIH 4 solution. When the addition was complete, the resulting light yellow solution 
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was heated at gentle reflux. After 23 hr, the reaction was copied in ice and quenched by the 
sequential dropwise addition of H 2 0 (9.5 mL), 15% NaOH (9.5 mL), and H2O (28.5 mL). 
The mixture was stirred for 15 min, then was filtered through celite®, ajid the filter pad 
was washed thoroughly with THF. The filtrate was concentrated and the residue was flash 
5 chromatographed on silica gel (10% MeOH/CHCl3 containing 0.5% cone. NH4OH). The 
title compound (20.17 g, 93%) was obtained as a light yellow oil: *H NMR (300 MHz, 
CDCI3) 5 7.56 (d, J = 7.8 Hz, 1 H), 7.02 - 7.35 (m, 3 H), 6.38 (s, 1 H), 3.88 (s, 2 HX 3 75 (s, 
3 H), 2.49 (s, 3 H). 



10 Preparation 2 

Preparation of (EV3-(6-aminopvridin-3-vnacrvlic acid (Method AV 

a) Benzyl (E)-3-(6-aminopyridin-3-yl)acrylate 

15 A solution of 2-amino-5-bromopyridine (2.25 g, 13,0 mmole), benzyl acrylate (3.2 

g, 19.7 mmole), Pd(OAc)2 (0.31 g, 1.4 mmole)* tn-arr/10-tolylphosphine (0.73 g, 2.4 
mmole), and diisopropylethylamine (3.5 mL, 20.0 mmole) in propionitrile (50 mL) was 
heated at reflux overnight. The dark mixture was filtered through eel ite(S>, and the filtrate 
was concentrated. Flash chromatography on silica gel (3% MeOH/C^Ch) g ave the title 

20 compound (1.3 g, 39%): MS (ES) m/e 255 (M + H)+. 

b) (E)-3-(6-Aminopyridin-3-yl)acrylic acid 

A solution of benzyl (E)-3-(6-aminopyridin-3-y I)acrylate (1 .3 g, 5. 1 mmole) and 
1 .0 N NaOH (10 mL, 10 mmole) in MeOH was heated at reflux overnight. The solution 
25 was concentrated in vacuo, and the residue was dissolved in H2O. The pH was adjusted to 
6 with dilute HC1, and the solid precipitate was collected by suction filtration and dried to 
give the title compound (0.6 g, 72%) as a white solid: MS (ES) m/e 1 65 (M + H)+, 

: Preparation 3 . ■ ,. 

30 

Preparation of (E>3-(6-aminopvridin-3-vnacrv1ic acid (Method B) 

a) (E)-3-(6-Aminopyridin-3-yl)acrylic acid 

Acrylic acid (23 mL, 0.33 mole) was added carefully to a solution of 2-amino-5- 
35 bromopyridine (25.92 g, 0. 15 mole) and Na 2 C0 3 (55.64 g, 0.53 mole) in H 2 0 (600 mL). 
PdCl 2 (0.53 g, 0.003 mole) was then added, and the mixture was heated at reflux. After 24 
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hr, the reaction was cooled to RT and filtered, and the filtrate was adjusted to pH 6 with 
aqueous HGI. Additional H2Q (0.5 L) was added to improve mixing, and the mixture was 
stirred for 1 hr. The pH was readjusted to 6, then the solid was collected by suction 
filtration. The filter pad was washed sequentially with H2Q (2 x 0.5 L), cold absolute 
5 EtOH (100 mL), and Et 2 0 (2 x 250 mL). Drying in high vacuum at elevated temperature 
gave the title compound (15.38 g, 62%) as a tan solid: 1H NMR (300 -MHz, DMSO-ds) 5 
8.1 1 (d, J = 2.0 Hz, 1 H), 7.75 (dd, J = 8.7, 2.0 Hz, 1 H), 7.43 (d, J = 15.8 Hz, 1 H), 6.53 (s, : 
2 H), 6.45 (d, J = 8.7 Hz, I H), 6.22 (d, J = 15.8 Hz, 1 H); MS (ES) m/e 165 (M + H)+ 

*0 Preparation 4 

Preparation of l-methvl-3-(methvlamihomethvn-l//-indazole 

a) Methyl (I -methyl- l//-indazole)carboxy late, 

15 IndazoIe-3-carboxylic acid (5.0 g, 30 mmole), K2CO3 (12.4 g, 90 mmole), and Mel 

(9.3 mL, 150 mmole) were combined in dry DMF (100 mL) and heated to 50 °C. After 18 
hr the mixture was cooled to RT and concentrated in vacuo. The residue was taken up in 
EtOAc and filtered, and the filtrate was concentrated under reduced pressure. The residue 
was chromatographed on silica gel (25% EtOAc/hexanes) to give the title compound (3.88 

20 g, 68%) as a yellow solid: *H NMR (300 MHz, CDCI3) 5 8.24 (m, 1 H), 7.47 (m, 2 H), 
7.34 (m, 1 H), 4.19 (s, 3 H), 4.05 (s, 3 H). 

b) N, 1 -Dimethyl- 1 rY-indazqle-3-carboxamide 

A suspension of methyl (1 -methyl- l//-indazoIe)carboxy late (3.88 g, 20;4 mmole) 
25 in 40% aqueous CH3NH2 (100 mL) and MeOH (5 mL) was stirred at RT for 4 hr. During 
that time the suspension became a solution. The mixture was concentrated to 
approximately 1/3 by volume at which time the product precipitated as a pale yellow solid. 
The solid was collected by filtration, washed with H2O, and dried in vacuo to give the title 

compound (3.42 g, 89%) which was sufficientl y pure for use in the ne xt step: ! H NMR 

30 (300 MHz, CDCI3) 5 8.24 (m, 1 H), 7.47 (m, 2 H), 7.34 (m, 1 H), 6.95 (bs, 1 H), 4.19 (s, 3 
H), 3.05 (d, J =12.0 Hz, 3 H). 

c) l-Methyl-3-(methylaminomethyl)-l//-indazoIe 

To a solution of N,l-dimethyl-l//-indazole-3-carboxamide (3.42 g, 18 mmole) in 
35 dry THF (90 mL) was added a solution of LiAlH 4 in THF (1.0 M, 36 mL, 36 mmole) 

slowly at RT. After 2 hr the mixture was heated to a gentle reflux. After 4 hr the mixture 

-29- . 



BNSDOCID: <WO 0127103A1_I_> 



WO 01/27103 



PCT/USOO/27844. 



was cooled to Rt and quenched by drojiwise addition of 2:0 M NaOH until a white solid 
had formed; The mixture was dried (MgS0 4) , filtered, and concentrated under reduced 
pressure to give the title compound (3.28 g, 100%) as an oil which was sufficiently pure for 
use in the next step: MS (ES) m/e 176 (M + H)+ 

5 ....... 

' Preparation 5 

Preparation of (fe)-3^ 

10 a) 3,4-Dihydro-2//-pyrido[3,2-^]-l,4-oxazine 

To a suspension of 2//-pyrido[3,2-fc]-l,4-oxazin-3(4//)-one (2.0 g, 13.3 mmole) in 

dry THF (40 mL) was added a solution of LiAlH4 in THF ( 1 .0 M, 26.6 mL, 26.6 mmole) 

slowly at 0°C. After 1 hr the mixture was quenched with 2.0 M NaOH until a solid formed. 

The mixture was dried (MgS0 4 ), filtered, and concentrated under reduced pressure to give 
15 the title compound (1 .44 g, 79%) as a white solid which was sufficiently pure for use in the 

next step: MS (ES) m/e 137 (M + H)+. 

b) 4-(/err-Butoxycarbonyl)-3 > 4-dihydro-2//-pyrid6[3,2-^> 1 ,4-oxazine 

To a solution of 3,4-dihydro-2//-pyrido[3,2-fcH^ 

20 and di-ferf-butyl dicarbonate (2.78 g, 1 2.7 mmole) in dry THF (50 mL) was added a 

solution of LiHMDS in THF (1.0 M, 12.7 mL, 12.7 mmole) dropwise at 0°C. After 30 min 
the mixture was quenched with saturated NH 4 C1 and extracted with EtOAc (3x). The 
combined organic layers were dried (MgSC>4), filtered, and concentrated. Flash 
chromatography on silica gel (40% EtOAc/hexahes) gave the title compound (2.0 g, 80%) 

25 as a clear oil: MS (ES) m/e 237 (M + H)+ 

c) 4-(terr-Butoxycarbonyi^ 

To a solution of 4-(rert-butoxycarbony l)-3,4-dihydro-2//-pyrido[3,2-£>]^ 1 ,4-oxazine 

— ■ (2,0 g r 8.46 mmole) in MeOH (40 -mL)-was added-Br2 (033 mL,J0.2.mmole):dropwise_at„ 

30 0°G. After 1 hr the mixture was concentrated. The residue was taken up in 1:1 

Et 2 0/hexanes and filtered. The filtrate was concentrated under reduced pressure to give the 
title compound (1.27 g, 48%) as an oil which solidified under vacuum: l H NMR (400 
MHz, CDCI3) 5 8.10 (s, 1 H), 7.33 (s, 1 H), 4.25 (m, 2 H), 3.92 (m, 2 H), 1.54 (s, 9 H). 
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d) (E)-3-[4-(/e^ButoxycarbonyI)-3,^^ 
acid ■ 

A solution of 4-(/£rr-butoxycarbonyJ)-7-bromo-3,4-dihydro-2//«pyrido[3 t 2-^]-l ,4- 
oxazine (1.27 g, 4.03 mmole). benzyl acrylate (785 mg, 4.84 mmole), Pd(OAc>2 (45 mg, 
5 0.20 mmole), P(o-toIyl) 3 (122 mg, 0.4 mmole), and (i-Pr) 2 NEt (1.76 mL, 10.1 mmole) in 
propionitrile (20 mL) was degassed (3 x N2/vacuum) then heated to reflux. After 18 hr the 
mixture was cooled to RTand concentrated. Flash chromatography on silica gel (25% 
EtOAc/hexanes) gave the title compound (1:17 g, 73%) as a yellow oil: MS (ES) m/e 397 
(M + H)+. 

e) <E>-3-(3.4^ihydro-2//-pyrido[3,2^ 

(E>0-[4-(f*r/-Butoxycarbonyl)-3,4-dihydr^ 
yljacrylic acid (1.17 g, 2.95 mmole) was dissolved in 4 N HC1 in dioxane (15 mL). After 
72 hr the mixture was concentrated. The residue was taken up in 1 : 1 MeOH/H20 (20 mL). 

15 1.0 N LiOH (15 mL. 15 mmole) was added and the mixture was heated to reflux. After 18 
hr the mixture was cooled to RT and concentrated to approximately 1/3 volume. The 
mixture was adjusted to pH 6 using 10% HC1. The solid was collected by filtration, washed 
with H2O and dried in vacuo to give the title compound (3 15 mg, 52% over 2 steps): MS 
(ES) m/e 207 (M + H)+: 

20 • <. 

Preparation^ 

Preparation of (E)-3-(5,6,7,8-tetrahydro-i,8-naphthyridin-3-yI)acrylic acid 

25 a) 1 ,2,3,4-Tetrahydro- 1 ,8-naphthyridine 

1,8-Naphthyridine (1.0 g, 7.68 mmole) was hydrogenated (50 psi) with 10%'Pd/C 
(100 mg) in absolute ethanol (40 mL) for 18 hr. The mixture was filtered through a pad of 
Celite® and the filtrate was concentrated to give the title compound (1 .04 g) which was 
sufficiently pure for use in the next step: MS (ES) m/e \ 35 (M + H )+. ; • • \_ 

30 

b) l-(^rr-Butoxycarbonyl)-l,2,3,4-tetrahydro-l,8-naphthyridine 

To a solution of l,2,3,4-tetrahydro-l,8-naphthyridine (1.04 g, 7.68 mmole) and di- 
^rr-butyl dicarbonate (2.01 g, 9.22 mmole) in dry THF (40 mL) was added a solution of 
LiHMDS in THF (1 .0 M, 9.22 mL, 9.22 mmole) dropwise at 0°C. After 30 min the mixture 
35 was quenched with saturated NH4CI and extracted with EtOAc (3x). The combined 

organic layers were dried (MgS04), filtered, and concentrated. Flash chromatography on 
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silica gel (40% EtOAc/hexanes) gave the title compound (1.37 g, 76% over 2 steps) as an 
orange oil which solidified under vacuum: *H NMR (400 MHz, CDGI3) 8 8.33 (m, I H), 
7.37 (m, I H), 6.94 (m, 1 H), 3.77 (m, 2 H), 2.75 (t, J = 6.5 Hz, 2 H), 1.93 (m, 2 H), 1.54 (s, 
9H). 

5 

c) l-(rm-Butoxycarbonyl>6-brom ' . ■ * 

To a solution of N(te/*-butoxycarbonyl)- 1,2;3 ,4-tetrahydro-l ,8-naph thy ridine (1 .37 
g, 5.85 mmole) in CH2CI2 (30 mL) was added glacial HO Ac (3.4 mL, 58.5 mmole) and 
NBS (1.09 g, 6.14 mmole). After 72 hr the mixture was washed with 2 .0 M NaOH, H2O, 
10 and brine. The mixture was dried (MgS04), filtered, and concentrated under reduced 

pressure to give the title compound (1.79 g, 98%) which was sufficiently pure for use in the 
next step: ^H NMR (400 MHz, CDCI3) 8 8.35 (s, 1 H), 7.51 (s, 1 H), 3.77 (m, 2 H), 2.75 
(t, J = 6.5 Hz, 2 H), ,1.93 (m, 2 H), 1.54 (s, 9 H). 

1 5 d) Benzyl (E)-3-[8-(rer*-butoxycarbonyl)-5,6,7, 8-tetrahydro- 1 ,8rnaphthyridin-3-y IJacry late 
A solution of l-(/erf- butoxycarbonyl)-6-bromo- 1,2,3 ,4-tetrahydro- 1,8- 
naphthy ridine ( 1 .79 g, 5.70 mmole), benzyl acrylate ( 1 . 1 1 g, 6.84 mmole), Pd(OAc) 2 (65 
mg, 0.29 mmole), P(o-tolyl) 3 (173 mg, 0.57 mmole), and (i-Pr) 2 NEt (2.5 mL, 14.25 
mmole) in propionitrile (30 mL) was degassed (3 x ^/vacuum) then heated to reflux. 

20 After 1 8 hr the mixture was cooled to RT and concentrated. Flash chromatography on 

silica gel (25% EtO Ac/hex anes) gave the title compound (1.21 g, 54%) as a yellow solid: 
] H NMR (400 MHz, CDCI3) 8 8.44 (s, I H), 7.65 (d, J = 16.0 Hz, 1 H), 7.53 (s, 1H), 7.40 
(m, 5 H), 6.43 (d, J = 16.0 Hz, 1 H), 5.25 (s, 2 H). 3.77 (m, 2 H), 2.75 (t, J= 6.5 Hz, 2 H), 
1.93 (m, 2 H), 1.54 (s, 9 H) 



25 



e) (E)-3-(5,6,7,8-Tetrahydro-l,8-naphthyridin-3-yl)acrylicacid 

Benzyl (E)-3-[8-(/er/-butoxycarbonyl)-5,6,7,8-tetrahydro-l,8-naphthyridin-3-- 
yljacrylate (1.21 g, 3.07 mmole) was dissolved in 4 N HC1 in dioxane (15 mL). After 18 hr 
the mixture was concentrated. The residue was taken up in 1:1 MeOH/H?Q (15 mL)MjL_ 



30 N LiOH (15 mL, 15 mmole) was added and the mixture heated to reflux. After 18 hr the 

mixture was cooled to RT and concentrated to approximately 1/3 volume. The mixture was 
adjusted to pH 6 using 10% HC1. The solid was collected by filtration, washed with H2O, 
and dried in vacuo to give the title compound (180 mg, 29% over 2 steps): MS (ES) m/e 
205(M + H)+. 

35 
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Preparation 7 



Preparation of 2-(methylaminomethyI)thieno[2,3-fr]thiophene 



10 



a) 3-(l,3-Dioxolan-2-yl)thiophene 

To a soiution of thiophene-3-carboxaldehyde (5.0 g, 44.58 mmole) in benzene (200 
mL) was added ethylene glycol (25 mL, 445.8 mmole) and p-toluenesulfonic acid hydrate 
(848 mg, 4.458 mmole). The mixture was heated to reflux under a Dean-Stark trap. After 
1 8 hr the mixture was cooled to RT, washed with saturated NaHC<>3 then with H2O, dried 
(MgSC>4), and concentrated under reduced pressure to give the title compound (6.32 g, 
91%) as a light amber oil: *H NMR (400 MHz, CDCI3) 5 7.42 (s, 1 H), 7.32 (m, 1 H),7.16 
(m, 1 H), 5.91 (s, 1 H), 4.12-3.99 (m, 4 H). 



b) 2-(Carboethoxymethylthio)-3-(l,3-dioxolan-2-yl)thiophene 
15 To a solution of 3-(l >dioxoian-2-yl)thiophene (6.32 g, 40.46 mmole) in dry THF 

(200 mL) was added asolution of n-BuLi in hexanes (1.7 M, 28.8 mL, 49 mmole) slowly at 

-78°C. After 30 min sulfur (1.57 g, 49 mmole) was added all at once. After 30 min ethyl 

bromoacetate (7.4 mL, 66.87 mmole) was added slowly, and after another 30 min the . 

mixture was warmed to RT. After 2 hr at RT the mixture was concentrated under reduced 
20 pressure. The residue was taken up in Et20, washed with H2O (3x), dried (MgS0 4 ), and 

concentrated to give the title compound as an oil which was sufficiently pure for use in the 

next step. 



c) 2-(Carboethoxymethylthio)-3-formylthiophene 
25 To a solution of 2-(carboethoxymethy lthio)-3-( 1 ,3-dioxolan-2-yl)thiophene (from 

step b) in acetone (200 mL) was added p-tpiuenesulfonic acid (761 mg, 4.0 mmole) at RT. 

After 18 hr the mixture was concentrated. The residue was taken up in Et 2 0, washed with 

saturated NaHC03, H 2 0 (2x), dried (MgS0 4 ) f and concentrated under reduced pressure to 
g ive the title compound as an oil which was sufficiently pure for use in the next step. 



30 



35 



d) Ethyl thieno[2,3-i>]thiophene-2-carboxylate 

To a solution of 2-(carboethoxymethylthio)-3-formylthiophene (from step c) in 
MeOH (200 mL) was added DBU (0.6 mL, 4.0 mmole) at 0°C AfteT 1 hr the mixture was 
warmed to RT and concentrated. The residue was taken up in EtOAc, washed with 10% 
HC1, H2O (3x), dried (MgSC>4), and concentrated. Flash chromatography on silica gel 
(50% toluene/hexanes) gave the title compound (3.84 g, 45% over 4 steps) as an off-white 
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solid: 1 H NMR (400 MHz, CDCi 3 ) 5 7:95 (s, 1 H), 7.40 (d, J = 5.2 Hz, 1 H), 7.26 (d, J = 
5.2 Hz, I H), methyl ester 3.92 (s, 3 H), ethyl ester 4.38 (q, J = 7.1 Hz, 2 H)) and 1.41 (t, J = 
2.4 Hz. 3 H). 

5 e) N-Methyl-2-(thieno[2,3-^]thiophene)carboxamide - ... 

A suspension of ethyl thieno[2,3^]thiophene-2-carboxyIate.(3.84 g, 18:1 mmole) 
in 40% aqueous CH3NH2 ( 100 mL) and MeOH (lOmL) was stirred at RT for 18 hr. 
During that time the suspension became a solution. The mixture was concentrated to 
approximately 1/3 volume at which time the product precipitated. The solid was collected 
10 by filtration, washed with and dried in vacuo to give the title compound (3.01 g, 

85%): l H NMR (400 MHz, d 6 -DMSO) 5 8.60 (bs, 1 H), 7.92 (s, 1 H), 7,67 (d, J = 5.2 Hz, 
1 H), 7.38 (d. J = 5.2 Hz, 1 H), 2.78 (d, J = 4:6 Hz, 3 H). 

0 2-(Methylaminomethyl)thieno[2,3-^]thiophene 

15 To a solution of N-methyl-2-(thienot2,3-^]thiophene)carboxamide (3.01 g, 15.26 

mmole) in dry THF(75 mL) was added a solution of UAIH4 in THF (1.0 M, 30 mL, 30 
mmole) slowly at RT. After gas evolution had ceased the mixture was heated to a gentle 
reflux. After 1 8 hr the mixture was cooled to RT and quenched by drop wise addition of 2.0 
M NaOH until a white solid had formed. The mixture was dried over MgSC>4, filtered, and 

20 concentrated under reduced pressure to give the title compound (2.18 g, 78%) as a brown 

oil: ! H NMR (400 MHz, CDCI3) 6 7.30 <d, J = 5.2 Hz, 1 H), 7.15 (d, J = 5.2 Hz, 1 H), 7.04 
(s, 1 H), 4.00 (s> 2 H), 2.49 (s, 3 H). 

Preparation 8 

25 

Preparation of 2-(methylamihomethyl)thieno[3,2-&]thiophene 

a) N-Methyl-2-(thienot3,2-Z>]thiophene)carboxamide 
EDC (624 mg. 3.26 mmole) was added to a solution thieno [3,2-i7]thio phene-2- 

30 carboxylic acid (500 mg, 2.7 1 mmole), CH 3 NH 2 (2.0 M in THF, 2.7 mL, 5.42 mmole), 

HOBt - H2O (440 mg, 3.26 mmole), and Et3N (0.95 mL, 6.78 mmole) in dry DMF (14 mL) 
at RT. After 18 hr the mixture was diluted with H 2 0 and extracted with EtOAc (3x). The 
combined organic layers were dried (MgSC>4) and concentrated to give the title compound 
(415 mg, 78%) which was sufficiently pure for use in the next step: *H NMR (400 MHz, 

35 CDCI3) 5 7.70 (s, 1 H), 7.52 (d, J = 5.3 Hz, 1 H), 7.27 (d, J = 5.3 Hz, 1 H), 3.02 (d, J = 4.9 
Hz,3H). 
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b) 2-(MethyIaminomethyI)thieno[3,2-Z7]thiophene 

To a solution of N-methy!-2-(thieno[3,2-^]thiophene)carboxamide (415 mg, 2.1 
mmole) in dry THF (10 mL) was aclded a solution of L1AIH4 in THF (1.0 M, 4.2 mL, 
5 4.2 mmole) slowly at Rf . After gas evolution had ceased the mixture was heated to a 

gentle reflux. After 1 8 hr the mixture was cooled to RT and quenched by dropwise 
addition of 2.0 M NaOH until a white solid had formed. The mixture was dried 
(MgS04), filtered, and concentrated to give the title compound (36 1 mg, 94%) as a 
brown oil: 1 HNMR (400 MHz, CDCI3) 6 7.31 (d, J = 52 Hz, 1 H), 7.21 (d, J = 5.2 
10 Hz, 1 H), 7.11 (s, I H), 4.01 (s, 2 H), 2.50 (s, 3 H), •: i 

Preparation 9 

Preparation of (EV3>(3//>imidazor4:5^Tpvridin^vnacrylic acid 

15' ' •' 

a) 5-Br6mo-2,3-diaminopyridine 

To a suspension of 2-amino-5-bromcHi3-nitropyridine (2.0 g, 9.17 mmole) in ? 
absolute EtOH (50 mL) was added SnCl 2 hydrate (9,3 g, 41.3 mmole), then the mixture 
was heated to reflux. After 3 hr the mixture was cooled to RT and concentrated. The ; 

20 residue was taken up in 2.0 M NaOH and extracted with EtOAc (3x). The combined 

organic layers were dried (MgSO^, filtered, and concentrated to give the title compound 
(1 .69 g, 98%) which was sufficiently pure for use in the next step: MS (ES) m/e 188/190 
(M + H) + . 

25 b) 6-Bromo-3//-imidazo[4,5-Z?]pyridine 

5-Bromo-2,3-diaminopyridine ( 1 .69 g, 8.99 mmole) was taken up in 96% formic 
acid (50 mL) and heated to reflux. After 18 hr the mixture was cooled to RT and 
concentrated. The residue was taken up* in H 2 0 and the pH was adjusted to 7 with 2.0 M 

NaOH~The title compound (h54-g r 87%)-was collected as a solid by-filtration,-washed_ 

30 with H 2 0, and dried in vacuo: MS (ES) m/e 1 98/200 (M + H)+ 

c) 6-Bromo-4-trityl-3f/-imidazo[4,5-^]pyridine 

To a suspension of 6-bromo-3//-imidazot4,5-b]pyridine (1 .2 g, 6.06 mmole) in 
' CH 2 Cl2 (30 mL) was added Et3N (1 .3 mL, 9.09 mmole) then trityl chloride (2.03 g, 7.27 
35 mmole) at RT. After 72 hr the mixture was washed with H 2 0 (2x) and brine, then was 
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dried (MgSCX*), filtered, and concentrated under reduced pressure to afford the title 
compound. This was used directly in the next step. 

d) Benzyl (E^S-C^trityl-S/Z-imtdazo^^-^Jpyridin-^yOacrylate 
5 A solution of 6 : bromo-4-trityl-3//-imidazo[4,5-fc]pyridine (from step a) (6.06 

mmole), benzyl aery late (1,18 g, 7.27 mmole), Pd(OAc>2 (67 mg, 0.30 mmole), P(o-tolyl) 3 
(183 mg, 0.6 mmole), and (i-Pr)2NEt (2.64 mL t 15.15 mmole) in propionitrile (30 mL) was 
degassed (3 x ^/vacuum) then heated to reflux. After 4 hr the mixture was cooled to RT 
and concentrated. Flash chromatography on silica gel (30% Et O Ac/hex anes) gave the title 
0 compound (1 .75 g, 55% over 2 steps) as an off-white foam: *H NMR (400 MHz,.CDCl3) 5 
8.24 (d, J = 2.0 Hz, 1 H), 8.19 (d, J = 2.0 Hz, 1 H), 8.06 (s, 1 H), 7.77 (d, J = 16.0 Hz, 1 H); 
7.42-7. 1 1 (m, 20 H), 6.48 (d, J = 16.0 Hz, 1 H), 5.25 (s, 2 H). 

d) (E)-3-(3//-Imidazot4,5-Z?]pyridin-6-yl)acrylic acid 

5 Benzyl (E)-3-(4-trityl-3f/-imidazo[4,5^]pyridin-6-yl)acrylate (1.75 g, 3.35 mmole) 

was dissolved in 4 N HC1 in dioxane (20 mL). After 1 hr the mixture was concentrated. 
The residue was taken up in 1:1 MeOH/^O (15 mL). 2.0 N NaQH (15 mL, 15 mmole) 
was added and the mixture was heated to reflux; After 18 hr the mixture was cooled to RT 
and concentrated to approximately 1/3 volume. The mixture was adjusted to pH 4 using 

0 10% HO. The solid was collected by filtration, washed with H2O, and dried in vacuo to 
give the title compound (329 mg, 52% over 2 steps) as a white solid: *H NMR (400 MHz, 
d 6 -DMSO) 6 9. 10 (s, 1 H), 8.94 (s, 1 H), 8.84 (s, 1 H), 8;20 (d, J = 1 6.0 Hz, 1 H), 7.10 (d, J 
= 16.0 Hz, 1 H). 

5 Preparation 10 

Preparation of 6-methyl-5-(methylaminomethyl)'6^thieno[2,3-^]pyrrole 

a) Ethyl (Z)^2razidc^3^(thiophen-3-yl)acryIate , . 

0 To a solution of thiophene-3-carboxaldehyde (500 mg, 4.46 mmole) and ethyl 2- 

azido acetate (863 mg, 6.69 mmole) in absolute EtOH (20 mL) was added NaOEt (2 1%, 2.2 
mL, 6.69 mmole) at 0°C. After 1 hr the mixture was quenched with saturated NH4O and 
extracted with Et20 (3x). The combined organic layers were dried (MgSC>4), filtered, and 
concentrated. Flash chromatography on silica gel (50% CHC^/hexanes) gave the title 
5 compound (208 mg, 21%) as a pale yellow oil: ] H NMR (400 MHz, CDCI3) 5 7.87 (m. ! 
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H), 7.49 (m, 1 H), 731 (m, 1 H), 6.96 (s, 1H), 4.36 (q, J = 7.1 Hz, 2 H), 1.39 (t, J =7.1 Hz, 
3H). 

b) Ethyl 6//-thieno[2,3-fc]pyrrole-5-carboxylate 

5 A solution of ethyl (Z)-2-azido-3-(thiophen-3-y l)acry late (208 mg, 0.93 rnmole) in 

xylenes (5 mL) was heated to reflux. After 30 min the mixture was cooled to RT and 
concentrated to give the title compound (175 mg, 96%) which was sufficiently pure for use 
in the next step: 1 H NMR (400 MHz, CDC1 3 ) 8 9.26 (bs, 1 H),7.10(m, 1 H),7.06(m, 1 
H), 6.91 (m, 1 H), 436 (q, J = 7.1 Hz, 2 H), 1.39 (t, J = 7.1 Hz, 3 H). 

10 . 

c) N,6-DimethyI-6^-thieno[2,3-Z>]pyiTole-5-carboxamide 

T6 a solution of ethyl 6//-thienb[2,3-6]pyrrole-5-carboxyIate (175 mg, 0.9 rnmole, 
see J. Hit. Cherri. 1984, 2/, 215-217) and Mel (0,08 mL, 1 .35 rnmole) in dry DMF (5 mL) 
was added NaH (60% dispersion in mineral oil, 43 mg, 1 .08 rnmole) at 0°C After 2 hr the 

15 mixture was quenched with saturated NH4CI and extracted with EtOAc (3x). The 
combined organic layers were dried (MgS0 4 ), filtered, and concentrated to an oil. 

A solution of the above oil in 40% aqueous CH3NH2 ( 20 ^ m * MeOH (1 mL) 
was stirred at RT for MJ.hr. The mixture was concentrated to approximately 1/3 by volume 
at which time the product precipitated. The solid was collected by filtration, washed with 

20 H2O, and dried in vacuo to give the title compound (134 mg, 74% over 2 steps): MS (ES) 
m/e \95 (M + H) + . 

d) 6-Methyl-5-(methylaminomethyl)-6//-thieno(2,3-Z>]pyrrole 

To a solution of N,6-dimethyN6//-thieno[2,3^]pyrrole-5-carboxamide (134 mg, 
25 0.69 rnmole) in dry THF (5 mL) was added a solution of LiAlH4 in THF (1.0 M, 1.38 

mL, 1 .38 rnmole) slowly at RT. After gas evolution had ceased the mixture was heated 
to a gentle reflux. After 2 hr the mixture was cooled to RT and quenched by dropwise 
addition of 2M NaOH until a white solid had formed. The mixture was dried (MgSC>4), 

filter^rand concentrated to give the title compound as a brown oil (142 mg, 100%) 

30 which was sufficiently pure for use in the next step: l H NMR (400 MHz, CDCI3) 5 

6.95 (d, J = 5.2 Hz, 1 H), 6.78 (d, J = 5.2 Hz, 1 H), 6.27 (s, 1 H), 3.78 (s, 2 H), 3.72 (s, 3 
H), 2.47 (s, 3 H). 
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Preparation 1 1 

Pre paration of (EV3>r2-am ino pvnmidin->5-vnacrylic acid 

5 a) Benzyl (E)-3-(2-aminopyrimidin-5-yl)acrylate ... 

According to the procedure of Preparation 2 (a), except substituting 5-bromo-2- 
aminopyrimidine (1:95 g, 1 1.2 mmole) for 2-arhino-5-bromopyridine, the title compound 
(2.25 g, 79%) was prepared as a light orange solid: MS (ES) m/e 256 (M + H) + . 

10 b) (E)-3-(2-Aminopyrimidin-5-yl)acry lie acid 

According to the procedure of Preparation 2 (b), except substituting benzyl (E)-3- 
(2-aminopyrimidin-5-yi)acrylate (2.93 g, 11 -5 mmole) for benzyl (E)-3-(6-aminopyridin-3- 
yDacryiate, the title compound (1171 g, 90%) was prepared as an off-white solid: MS (ES) 
m/e 166(M + H) + . ' 

is ' • 

Preparation 12 

Preparation 6f rEV-3-(o^aminopvridin- ^-vlV2^rnethvlacrylic acid 

20 a) Methyl (E)-3-(6-aminopyridin-3-yl)-2'methylacrylate 

According to the procedure of Preparation 2 (a), except substituting methyl 
crotonate (4.33 g, 43.3 mmole) for benzyl acrylate. the title compound (1.0 g, 18%) was 
prepared as an off-white solid: MS (ES) m/e 193 (M + H) + . 

25 b) (E)-3-(6-Arhinopyridin-3-yi)-2-methylacrylicacid 

According to the procedure of Preparation 2 (b), except substituting methyl (E)-3- 
(6-aminopyridin-3-y l)-2-methy lacrylate (1 .0 g, 5 .2 mmole) for benzyl (E)-3-(6- 
aminopyridin-3-yl)acrylate. the title compound (0.83 g, 90%) was prepared as an off-white 

solid: MS (ES) m/e 179 (M + H)+. 

30 
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Preparation 13 

Pre paration of (F ^-f^ a mino-2-methVlpvridin-3-Y0acrYlic acid 

5 a) Benzyl (E)-3-(6-amino-2-methy!pyridin-3-yl)acry late 

According to the procedure of Preparation 2 (a), except substituting 2-amino-5- 
bromo-6-methylpyridine (5.00 g, 26.7 mmole) for 2-amino-5-bromopyridine, the title 
compound (5.58 g, 78%) was prepared as an off-white solid: MS (ES) m/e 26? (M +. H)+. 

10 b) (E)-3-(6-Amino-2-methyipyridin-3-yl)acrylicacid 

According to the procedure^ Preparation 2 (b), except substituting benzyl (E)-3- 
(6-amino-2-methylpyridin-3-yi)acrylate (2.20 g, 8.2 mmole) for benzyl (E)-3-(6- 
aminopyridin-3-yl)acrylate, the title compound (1.31 g, 90%) was prepared as an off-white 
solid: MS (ES) m/e 179 (M + H) + . 

15 

Preparation 14 

Pre paration of ( T ^.^-frV a mino-5 -mpthvinvridin^-vl)acrvlic acid 

20 a) Benzyl (E)-3-(6-amino-5-methylpyridin-3-yl)acrylate 

According to the procedure of Preparation 2 (a), except substituting 2-amino-5- 
bromo-3-methyipyridine (5.00 g, 26.7 mmole) for 2-amino-5-bromopyridine. the title 
compound (6.37 g, 89%) was prepared as ah off-white solid: MS (ES) m/e 269 (M + H)+. 

25 b) (E)-3-(6-Amino-5-methylpyridin-3-yl)acrylicacid 

According to the procedure of Preparation 2 (b), except substituting benzyl (E)-3- 
(6-amino-5-methylpyridin-3-yl)acrylate (5.00 g, 18.6 mmole) for benzyl (E)-3-(6- 
aminopyridin-3-yl)acrylate, the title compound (2.98 g, 90%) was prepared as an off-wh,te 
solid: MS (ES) m/e 179 (M + H) + T~ 



30 
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Preparation 15 

Preparation of fEV3«r6-amino-S-rhvdroxvmethy.nnvridin>3-Yn acrYlic acid 

5 a) 2-Amino-3-(hydroxymethyl)pyridine L :.. ■ 

To a solution of 2-aminonicotinic acid (20.5 g, 1 48. 1 mmole) in THF was added 
lithium aluminum hydride (300 mL, 1.0M in THF) over 30 minutes. The reaction solution , 
was heated to reflux for 18 hrs and then was cooled to room temperature. The reaction was 
quenched by the sequential dropwise addition of H 2 0 (1 1.5 mL), 15% NaOH (1 1.5 mL), 

10 and H2O (34.5 mL). The mixture was stirred for 15 min, then was filtered through celite®, 
and the filter pad was Washed thoroughly with THF followed by 5% CH3OH/CHCI3. The 
filtrate was concentrated to give the title compound (15.24 g, 83%) as a waxy light yellow 
solid: MS (ES) m/e 125 (M + H) + . 

15 b) 2-Amino-5-bromo-3-(hydroxymethyl)pyridine 

To a solution of 2-amino-3-(hydroxymethyl)pyridine (13.0 g, 1 16.0 mmole) in 

CH 2 C! 2 (300 mL) at RT was added NBS (22.71 g, 127.6 mmole). After stirring at RT.for 

45 min the reaction solution was concentrated and the residue was dissolved in CHCI3. 

The resulting suspension was filtered and the filtrate was concentrated to a dark oil. 
20 Purification on silica gel (EtOAc) afforded the title compound (78%, 18.36 g) as a tan 

solid: MS (ES) m/e 204 (M + H)+ 

c) Benzyl (E)-3-[6-amino-5-(hydroxymethyl)pyridin-3-yl]acrylate 

According to the procedure of Preparation 2 (a), except substituting 2-amino-3- 
25 (hydroxymethyl)-5-bromopyridine (1 . 10 g, 5.42 mmole) for 2-amino-5-bromopyridine, the 
title compound (1 .25 g, 8 1 %) was prepared as an off-white solid: MS (ES) m/e 285 (M + 
H)+ 

d) (E)-3 : [6^Amin^5-(h3^roxymethyl)pyr^^^ 

30 According to the procedure of Preparation 2 (b) except substituting benzyi-(E)-3- 

[6-amino-5-(hydroxymethyl)pyridin-3-yI]acrylate (1.10 g, 5.42 mmole) for benzyl (E)-3- 
(6-aminopyridin-3-yl)acry1ate, the title compound (0.68 g, 65%) was prepared as an off- 
white solid: MS (ES) m/e 194 (M + H)+ 
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Preparation 16 

Preparation of 6-bromo»3>4~dihvdro-l//>K8'naphthyridin-2>one 

a) 2-AmincH5-bromo-3-(brornomethyl)pyridine hydrobromide 
A solution of 2-amino-5-bromo-3-hydr6xymethyIpyrib , ine (5.00 g, 24:6 mmole), 

from Preparation 14 (b), in 48% aqueous HBr (50 mL), was heated at reflux for 12 hrs. The 
reaction was concentrated and toluene was used to azeotrope the residual H2O. The 
resulting light brown solid was placed under high vacuum overnight and used directly. 

b) Methyl (±)-6-bromo-2-oxo- 1 ,2,3,4-tetrahydro- 1 H-l , 8-naph thy rid ine-3-carboxy late 
To a solution of sodium methoxide (20.57 mL, 25% wt in CH3OH) in CH3OH (75 

mL) was added dimethyl malonate (1 1.87 g, 89.9 mmole). After 30 min the 2-amino-5- 
bromo-3-(bromomethy Opyridine hydrobromide salt prepared above was added to the 
methoxide solution and the reaction was stirred at RT overnight. The reaction slurry was 
concentrated to dryness under vacuum and then suspended in 1:1 H20/Et20. The 
remaining solids were filtered and washed with H2O then with hex anes to afford the title 
compound (4.08 g, 58 %) as a white solid after drying: MS (ES) m/e 286 (M 4- H) + . 

c) 6-Bromo-3,4-dihydro-l//-l,8-naphthyridin-2-one 
To a solution of methyl (±)-6-bromo-2-oxo- 1 ,2,3,4-tetrahydro- 1 1 ,8- 

naphthyridine-3-carboxylate (2.00 g, 7.0 mmole) in CH3OH (75 mL) was added 1.0 M 
NaOH (30 mL). The reaction was heated to reflux for 4 hrs and then cooled to RT. The 
reaction was neutralized with 1 .0 M HC1 (30 mL) then was heated at reflux overnight. The 
reaction slurry was concentrated to dryness arid the residues was suspended in 95:5 
CHCI3/CH3OH. The solids were removed by filtration and the filtrate was concentrated to 
afford the title compound (1 .40 g, 88%) as an off-white solid: MS (ES) m/e 228 (M + H)+ 

. Preparation 17. ; . 

30 

Preparation of (EV3-r6-amino-5-f (2"hvdroxvethvlamiho^carbonvllpvridin-3-vllacrvlic acid 

a) 2-Amino-5-bromo-N-(2-hydroxyethyl)nicotinamide ~ 

EDC (2.91 g, 15.2 mmole) was added to a solution 2-amino-5-bromonicotinic acid 
35 (3.00 g, 13.8 mmole) t ethanolamine (0.93 g, 15.2 mmole), HOBt • H 2 0 (2.05 g, 15.2 

mmole), and diisopropylethylamine (2.64 mL, 15.2 mmole) in DMF (50 mL) at RT and the 
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reaction solution was stirred overnight, the reaction contents were poured into H 2 0 (200 
mL) and the resulting mixture was extracted with EtOAc (2 x 200 mL). The combined 
organic extracts were washed with H 2 0 and brine and then dried over Na 2 S0 4 . 
Concentration of the organic extracts afforded the title compound as a yellow solid which 
5 was used without further purification: MS (ES) m/e 261 (M + H) + . 

b) Benzyl (E)-3-[6-amino-5-[(2-hydroxyethylamino)carbonylipyridin-3^ 

According to the procedure of Preparation 2 (a), except substituting 2-amind-5- 
bromo-N-(2-hydroxyethyl)nicotinamide (2.70 g, 10.4 mmole) for 2-amino-5- 
10 bromopyridine, the title compound (2.67 g, 75%) was prepared as an off-white solid: MS 
(ES) m/e 342 (M + H) + . 

c) (E)-3-[6-Amino-5-t(2-hydroxyethylamino)carbonyl)pyridin-3-yl]aciylic acid 
According to the procedure of Preparation 2 (b), except substituting benzyl (E)-3- 

[6-amino-5-t(2.hydroxyethylamino)carbonyl]pyridin-3-yl]acrylate (2.67 g, 7,8 mmole) for 
benzyl (E)-3-(6-aminopyridin-3-yl)acrylate the title compound (1.37 g, 70%) was prepared 
as an off-white solid: MS (ES) m/e 252 (M + H)+. 



15 



20 



Preparation 18 

P ^rati™ of 6-b ^ »-^-me,hvl-3.4-dih V dro.l tf-PYridof? 3-^p Y rimidin-2-one 



a) 2-Amino-5-bromo-3-(methylaminomethyl)pyridine 

A solution of 2-amino-5-bromo-3-(hydroxymethyl)pyridine (5.00 g, 24.6 mmole), 
25 from Preparation 14 (b). in 48% aqueous HBr (50 mL) was heated at reflux for 12 hrs. The 
reaction was concentrated and toluene was used to azeotrope the residual H 2 0. The 
resulting light brown solid was placed under high vacuum overnight and used directly. 

A solution of the 2 - am ino-3-(bromomethyl)-5-bromopyridine hydrobromide^salt 

(prepared above) in 40% aqueous methylamine (50 mL) and THF (50 mL) was stirred at 
30 RT overnight in a pressure bottle. The reaction solution was concentrated and extracted 
with EtOAc (2 x 100 mL). The combined organic phases were washed with H 2 0, dried 
over Na 2 S0 4 and concentrated. Purification on silica gel afforded the title compound (4.25 
g, 80 %) as a yellow oil: MS (ES) m/e 217 (M + H)+. 
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b) 6-Bromo-3-methyl-3Adihydro-l//-pyrido[23-^pyrimidin-2-one 

To a solution of dimethyl carbonate (2.14 g, 23.7 mmole) and sodium methoxide 
(1.0 mL, 4.5 mmole, 25% wt in CH3OH) in CH3OH (25 mL) was added 2-amino-5-bromo- 
3-(methylaminomethyl)pyridine (1.0 g, 4.62 mmole). The reaction was heated at 50 °C 
overnight, diluted with H2O (1 mL) and concentrated. Toluene was added to the reaction 
residue and the contents were heated to reflux for 12 hr under a Dean-Stark apparatus. The 
reaction was cooled to RT, diluted with EtOAc, and washed with H2O. Purification on 
silica gel (9:1 CHCI3/CH3OH containing 5% NH4OH) gave the title compound (0.75 g, 67 
%) as an off-white solid: MS (ES) m/e 243 (M + H)+ 

Preparation 19 

Preparation of 4.mcthvl-5-(methvlaminomethvl)-4//»thienof3>2-fe1pviTole 

15 a) Ethyl 4-methyl-4//.theino[3,2-^]pyrrole-5-carboxyiate 

According to the procedure of Preparation 1 (a), except substituting ethyl AH- 
theinol3,2-Mpyrrole-5-carboxy!ate (1.30 g, 6.7 mmole, see J. Hex Chem. 1984, 27, 215- 
217) for ethyl indole-2-carboxyIate, the title compound (1.35 g, 97%) was prepared as a 
yellow solid: MS (ES) m/e 210 (M + H) + . 

20 

b) N,4-DimethyI-4//-iheino[3,2-^]pyrroie-5-carboxamide 

According to the procedure of Preparation 1 (b), except substituting ethyl 4-rtiethyN 
4//-theino{3,2-6]pyrrole-5-carboxylate (1.35 g, 6.5 mmole) for ethyl- 1- methyl indole-2- 
carboxylate, the title compound (1.19 g, 95%) was prepared as a yellow solid: MS (ES) 
25 m/e - 195 (M + H) + . 

c) 4-MethyI-5-(methyIaminomethyl)-4//-thieno[3,2-^]pyrrole 

According to the procedure of Preparation 1 (c), except substituting N,4-dimethyl-. 
4//-theino{3,2^Jpyrrole=5^carboxamide (0.70_g,.3.6 mmole)Jbr N,l=dimethylindole=2^ 



30 carboxamide, the title compound (0.60 g, 92%) was prepared as a yellow oil: MS (ES) m/e 
181 (M + H)+. 
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Preparation 20 

Pre paration of ^-methvl-2- rmPthvlarninomethvnindene hydrochloride 

5 a) N,3-Dimethylinden-2-carboxamide ■« 
EDC (1 -53 g, 0.01 mole), was added to a solution of 3-methyl-2-inderi-2-carboxylic 
acid (1.91 g, 0.01 mole), methylamine hydrochloride (0.675 g, 0.01 mole), HOBt • H2O 
(1.53 g, 0.01 mole) and triethylamine (4.0 mL, 0.028 mole) in anhydrous DMF (80 mL) at 
RT. The reaction was stirred overnight, then was concentrated in vacuo, The residue was 

10 diluted with 5% NaHC0 3 and the resulting white precipitate was collected, washed with 
water and dried at 50°C in a vacuum oven to afford the title compound (1 .6 g, 86%) as a 
white solid: MS (ES) m/e 1 88.2 (M + H) + . 

b) 3-Methyl-2-(methylaminomethyl)indene hydrochloride 

15 A flame-dried flask was charged with anhydrous THF (15 mL) followed by solid 

lithium aluminum hydride (760 mg, 0.02 mole) at 0 °C. The mixture was stirred for 15 
min, then a solution of N,3-dimethylindene-2-carboxamide (1 .5 g. 0.008 mole) in 
anhydrous THF (20 mL) was added dropwise. When the addition was complete, the 
reaction was heated at gentle reflux for 30 hr, then was cooled in ice and quenched with 

20 H 2 0 (1 .4 mL) and NaF (2.5 g, 0.06 mole). The reaction mixture was stirred for 40 min 

then was Altered through celite®, and the filter pad was washed with THF. The filtrate was 
dried over K 2 C0 3 , filtered and concentrated to an oil, which was dissolved in anhydrous 
ethyl ether and treated with 4 M HC1 in diethyl ether. The precipitated light tan solid was 
collected by suction filtration and washed with diethyl ether. Drying at 50 °C in a vacuum 

25 oven gave the title compound (1 .05 g, 80.7%) as a light tan solid: MS (ES) m/e 174.2 (M + 
H) + . 

Preparation 21 

30 Preparation of 2-(methvlaminometh vnindene hydrochloride 

a) N-Methylindene-2-carboxamide 

According to the procedure of Preparation 20 (a), except substituting 2-inden- 
carboxylic acid for 3-methyl-2-inden-2-carboxylic acid, the title compound was obtained as 
35 a white crystalline solid (1.45 g, 833%): MS (ES) m/e 174.2 (M + H)+ 
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b) 2-(Methylaminomethyl)indene hydrochloride 

According to the procedure of Preparation 20 (b), except substituting N- 
methylindene-2-carboxamide for N,3rdimethylindene-2-carboxamide > the title compound 
was obtained as an off-white solid (0.685 g, 87.6%): MS (ES) m/e 160.0 (M + H) + . 

Preparation 22 

Preparation of 4-methoxv-l-methvl-2-( methvla minomethvIV 1 //-indole hydrochloride ... 

10 a) Methyl 4-methoxy-l -methyl- l//-indol-2-carboxy late 

NaH (60% dispersion in mineral oil, 0.3 g, 73 mmole) was washed with hexane 
then suspended in anhydrous DMF (16 mL). The mixture was cooled to 0 °C and methyl 4- 
methoxy-l//-indol-2-carboxylate (1.0 g, 4.87 mmole) was added. The mixture was stirred 
under argon for 10 min, then Mel (1.3 mL, 20 mmole) was added, and the thick slurry was 

15 stirred at RT for 2.5 hr. The reaction was quenched with 10% NH4CI (2 mL) and 

concentrated. The residue was partitioned between H2O and Et 2 0, and the organic layer 
was dried over MgSC>4 and concentrated to yield the title compound (1.03 g, 96%) as a 
white solid: MS (ES) m/e 220.2 (M + H)+. 

20 b) N,l-Dimethyl-4-methoxy-l//-indol-2-carboxamide 

A solution of methyl 4-methbxy-l -methyl- l//-indol-2-carboxy late (1.03 g t 4.7 
mmole) in 2.0 M methylamine in methanol (40 niL) was sealed in a pressure bottle and 
heated at 55-60 °C for 60 hr. Concentration in vacuo yielded the title compound (1.05 g, 
quantitative) as a white solid: MS (ES) m/e 2 1 9.2 (M + H)+ 



25 



c) 4-Methoxy-l-methyl-2-(methylaminomethyl)- 1 //-indole hydrochloride 

According to the procedure of Preparation 20 (b), except substituting N,l -dimethyl- 
4-methoxy-l//-indol-2-carboxamide for N,3-dimethylindene-2-carboxamide, the title 
compound was obtained asl^ffwm 



30 
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Preparation of 1 .4-dimethvl-2^(methvlaminomethvn-l //-indole hydrochloride 

a) l,4-DimethyI-I//-indol-2-carboxylicacid 

A solution of U4-dimethyl-l //-indole (0.9 g, 6.2 mmole) in anhydrous Et20 (20 
mL) was treated with 2.5 M n-BuLi in hexanes (5.0 mL, 12 mmole) and the reaction was 
heated at reflux for 15 hr. The dark reaction mixture was poured into a slurry of excess 
crushed dry ice in Et20, and the mixture was allowed to stand for 1 hr. Water (10 mL) was 
added, the layers separated, and the aqueous layer was filtered through celite(E>. The clear 
filtrate was acidified with 2.0 N HQ to pH 2, and the precipitate was collected and dried to 
afford the title compound (0.29 g, 26.4%) as an off-white solid: MS (ES) m/e 190.2 (M + 

b) N.1.4-Trimethyl-l//-indol-2-carboxamide 
According to the procedure in Preparation 20 (a), except substituting 1,4-dimethyl- 

l//-indole«2-carboxylic acid for 3-methyI-2-indene-2-carboxylic, the title compound was 
obtained (0. 1 84 g, 9 1 %): MS (ES) m/e 203.2 (M + H)+. 

c) l,4-Dimethyl-2-(methylaminomethyl)-l //-indole hydrochloride 
According to the procedure in Preparation 20 (b), except substituting N,l,4- 

trimethy 1-1 //^indole- 2-carboxamide for N,3-dimethylindene-2-carboxamide, the title 
compound was obtained (0.13 g, 65%): MS (ES) m/e 189.2 (M + H)+. 

Preparation 24 

Preparation of 2-(cvclopropvlamino)- 1 -methyl- 1 //-indole 

a)-2-(Gycl6propylamino)-l -methyl- 1 //-indole- — — — , 

To a solution of l-methylindole-2-carboxaIdehyde (1.5 g,10 mmole), 
cyclopropylamine (1.14 g, 20 mmole), and glacial acetic acid (0.6 mL, 10 mmole)in MeOH 
(30 mL) was added NaB^CN (0.69 g, 1 1 mmole). The reaction was stirred at RT 

mm 

overnight, then was concentrated in vacuo. The residue was diluted with 10% NaOH and 
extracted with CH2CI2. The combined organic extracts were washed with brine, dried over 
MgSC>4, and concentrated. Flash chromatography on silica gel (3% MeOH/CH2Cl2) gave 
the title compound (1.3 g.65%) as a semi-solid: MS (ES) m/e -201 (M + H) + . 
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Preparation 25 

Preparation of 5-fluoro-2-( r methvlaminomethvn- 1 //-indole 

a) Ethyl 5-fluoro- 1 -methyl- l//-indole-2-carboxy late 
According to the procedure of Preparation 1 (a), except substituting ethyl 5- fluoro- 

indole-2-carboxylate for the ethyl-indole-2-carboxyIate, the title compound (3.3 g, 100%) 
was prepared as a white solid: MS (ES) m/e 222 (M +-H)+: 1 " • ■ 

b) N, 1 -Dimethyl^-fluoro- 1 //-iridole-2-carb6xamide 
According tb the procedure of Preparation 1(b), except substituting ethyl 5-fluoro- 

1 -methyl- l//-indo!e-2-carboxy late for the ethyl l-methyl-l//-indoIe-2-carboxylate, the title 
compound (2. 1 g, 68%) was prepared as a white solid: MS (ES) m/e 207 (M + H)+ 

c) 5-FIuoro-2-(methylaminomethyI)-l//-indoIe 
According to the procedure of Preparation 1 (c)Vexcept substituting N,l-dirnethyl- 

5-fluoro-l//-indole-2-carboxamide for the N t l -dimethyl- l//-indole-2-carboxamide, the title 
compound (1.5 g, 78%) was prepared as a white solid: MS (ES) m/e 193 (M +«)+. 

Preparation 26 

Preparatio n of 3-fmethvlaminomethvnauinoline 

25 a) 3-(Methyiaminomethyl)quinoiine 

A solution of 3-quinoIinecarboxaldehyde ( 1 .5 g, 10 mmole), 2.0 M 
GH3NH 2 /MeOH (10 mL, 20 mmole), glacial AcOH (0.6 mL, 10 mmole), and NaBH 3 CN 
(0.35 g, 11 mmole) in MeOH (20 mL) was stirred at RT overnight, then was concentrated 
in vacuo. The residue was diluted with 5% NaOH and ^\r^r\^ tyjth CH2CI2- The 



30 combined organic extracts were washed with brine, dried over MgSC>4, and concentrated. 
Flash chromatography on silica gel (10% MeOH/CH 2 Cl 2 ) gave the title compound (0.83 g, 
24%) as a slightly yellow viscous oil: MS (ES) m/e 173 (M + H)+ 
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Preparation 27 

Preparation of 2-(methvIaminomethvDbenzofuran 

5 a) N-MethyIbenzofuran-2-carboxamide 

To a solution of 2-benzofurancarboxylic acid (1.62 g,10 mmole), methylamine 
hydrochloride (0.79 g, 1 1 mmole), triethylamine (3. 1 mL, 22 mmole), and HOBt • H2O ( 1 .5 
g, 1 1 mmole) in DMF (30 mL) was added EDC (2. 1 g, 1 1 mmole). The reaction was stirred 
overnight then was concentrated in vacuo. The residue was diluted with 5% NaHCC>3 and 
10 extracted with CH2CI2. The combined organic extracts were washed with brine, dried over 
MgSC>4, and concentrated. Flash chromatography on silica gel (3% MeOH/CH2Cl2) gave 
the title compound (1 .75 g, 1 00%) as white solid: MS (ES) m/e 176 (M + H)+. 

b) 2-(Methylaminomethyl)benzofuran 

15 To a solution of 1 .0 M BH3/THF (30 mL, 30 mmole) at 0 °C was added N- 

methylbenzofuran-2-carboxamide (1.75 g, 10 mmole). The reaction mixture was allowed 
to warm to RT, then was heated at reflux overnight. The reaction was cooled to 0 °C and 
excess methanol was added. The resulting solution was concentrated in vacuo and the 
residue was purified by flash chromatography on silica gel (3% MeOH/CH2Cl2). The tile 

20 compound (0.2 g , 12% ) was obtained as a white solid: MS (ES) m/e 162 (M + H)+ 

Preparation 28 

Preparation of l-methvl-2-fpropvlaminomethvn-l //-indole 
25 — 

a) l-Methyl-N-cyclopropylindole-2-carboxamide 

According to the procedure of Preparation 27 (a), except substituting I -methyl- 1//- 
indole-2-carboxylic acid (3.5 g, 20 mmole) for 2-benzofurancarboxylic acid, and 

substitutin g cycloprop ylamine for methylamine hydro chloride, the title compound (2. 1 g, 

30 49%) was prepared as white solid: MS (ES) m/e 215 (M + H)+- 

b) l-Methyl-2-(propylaminomethyl)-l //-indole 

To a solution of l-methyI-N-cyclopropylindole-2-carboxamicle (2.1 g, 9.8 mmole) 
in dry THF (40 mL) was added dropwise a solution of 1.0 M LiAlH 4 in THF (2.2 mL, 22 
35 mmole). The reaction mixture was heated at reflux overnight, then was cooled and 

quenched with 10% NaOH. The mixture was filtered and the filtrate was concentrated in 
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vacuo. Flash chromatography on silica gel (5% MeOH/CH2Cl2) gave the title compound 
(0.65 g, 33%) as a viscous oil: MS (ES) m/e 203 (M + H)+ 

Preparation 29 

5 . 

Preparation of 5-bromo-2-(methvlamino)pvridine and 5~bromo-2>(dimethvlamino)pvridine 

a) 5-Bromo-2-(methylamino)pyridine and 5-bromo-2-(dimethylamino)pyridine 

To a suspension of NaH (60% dispersion in mineral oil, 0.44 g,l 1 mmole) in dry 

10 DMF (40 mL) was added solid 2-amino-5-bromopyridine (1.73 g, 10 mmple) in portions 
over 5-10 min. Gas evolution was allowed to subside between additions. The resulting 
amber mixture was stirred for 15 min, then'methyl iodide (0:61 mL, 10 mmole) was added 
all at once. The reaction mixture was stirred at RT overnight, then was concentrated in 
vacuo. The residue was diluted with 5% NH4CI (30 mL) and the mixture was extracted 

15 with CH2CI2. The combined organic extracts were washed with brine, dried (MgS04), and 
concentrated. Flash chromatography on silica gel (3% MeOH/CH2Cl2) separated the 
products. 5-Bromo-2-(methylamino)pyridine (0.60 g, 32 %) was obtained as a semisolid: 
TLC (3% MeOH/CH 2 Cl 2 ) Rf 0.35; MS (ES) m/e 187 (M + H)+. 5-Bromo-2- 
(dimethylamino)pyridine (0.70 g, 34%) was obtained as a semisolid: TLC (3% 

20 MeOH/CH 2 Cl 2 )Rf0.77;MS(ES)/n/c201 (M + H)+. 

Preparation 30 

Preparation of fEV346-(methvIamino)pvridin-3-vI1acrylic acid 



25 



30 



35 



a) Benzyl (E)0-[6-methyIamino)pyridin-3-yl)acrylate 

According to the procedure of Preparation 2 (a), except substituting 5-bromo-2-' 
(methylamino)pyridine for 2-amino-5-bromopyridine, the title compound (0.52 g, 60%) 
was pre pared as a white solid: MS (ES) m/e 269 (M_+_H)± : _ 



b) (E)-3-[6-(MethyIamino)pyridin-3-yl]acrylic acid 

According to the procedure of Preparation 2 (b), except substituting benzyl (E)-3- 
[6-(methylamino)pyridin-3-yl]acrylate for benzyl (E)-3-(6-aminopyndin-3-yl)acrylate, the 
title compound (0.15 g, 43%) was prepared as a white solid: MS (ES) m/e 179 (M + H)+. 
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Preparation 31 

Preparation of rEV3-r6^Himethvlamino)pyridin-3>vnacrYli c acid 

5 a) Benzyl (E)-3-[6-(dimethylamino)pyridin-3-yl]acrylate 

According to the procedure of Preparation 2 (a), except substituting 5-brpmo-2- 
(dimethylamino)pyridine for 2-amino-5-bromopyridine t the title compound (0.82 g, 84%) 
was prepared as a white solid: MS (ES) m/e 283 (M + H)+. 

10 b) (E)-3-[6-(birnethyiamino)pyridin4-yl]acrylic acid 

According to the procedure of Preparation 2 (b), except substituting benzyl (E)-3- 
[6-(dimethylamino)pyridin.3-yl]acrylatef6rbenz^ 

the title compound (0.20 g.36%) was prepared as a white solid: MS (ES) m/e 193 (M + 
H)+ 

15 

Preparation 32 

Preparation of rEV3^6>me thvipvridin>3-vnacrvlic acid 

20 a) Benzyl (E)-3-(6-methylpyridin-3-yl)acryIic acid 

According to the procedure of Preparation 2 (a), except substituting 5-bromo-2- 
methylpyridine for 2-amino-5-bromopyridirie» the title compound (0.85 g, 34%) was 
prepared as a white solid: MS (ES) m/e 253 (M + H) + . 

25 b) (E)-3-(6-Methylpyridin-3-yl)acrylicacid 

According to the procedure of Preparation 2 (b), except substituting benzyl (E)-3- 
(6-methylpyridin-3-yl)acrylic acid for benzyl (E)-3-(6-aminopyridin-3-yl)acrylate, the title 
com pound (0.18 g, 33%) was prepared as a white solid: MS (ES) m/e 164 (M + H) + . 



30 Preparation 33 

Preparation of 2-(methvlaminome thvlVl //-indole 

a) N-Methyl- 1 //-indol-2-carboxamide 
35 A suspension of ethyl indo!e-2-carboxylate (25.30 g, 133.7 mmole) in 40% aqueous 

CH 3 NH 2 (400 mL) was stirred at RT. The flask was tightly stoppered to keep the material 
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inside the flask. As the reaction proceeded the product began to precipitate. The reaction 
was stirred at RT for 3 days, then was concentrated to remove approximately 200 mL of the 
solvent. The remaining residue was diluted with H2O (500 mL), and the solid was 
collected by suction Filtration and washed with H2O. Drying under high vacuum left the 
5 title compound (21.50 g, 92%) as a light yellow solid: MS (ES) m/e 175 (M + H)+. 

b) 2-(Methylaminomethy I)- 1 //-indole 

A solution of Li AIH4 in THF ( 1 ,0 M, 250 mL, 250 mmole) was slowly added via 
syringe to a solution of N-methyl-l//-indol-2-carboxamide (21.50 g, 12:34 mmole) in 

10 anhydrous THF (100 mL). Gas was evolved during the addition of the first 50 mL of 

L1AIH4 solution. When the addition was complete, the resulting light yellow solution was 
heated at gentle reflux. After 23 hr, the reaction was cooled in ice and quenched by the 
sequential dropwise addition of H2O (9.5 mL), 1 .0 N NaOH (20 mL), and H2O (28.5 mL). 
The mixture was stirred for 15 min, then was filtered through celite®, and the filter pad 

15 was washed thoroughly with THF. The filtrate was concentrated and the residue was flash 
chromatographed on silica gel (10% MeOH/CHCl3 containing 0.5% cone. NH4OH). The 
title compound (10.10 g, 51%) was obtained as a light yellow oil: MS (ES) m/e 161 (M + 
H)+. 

20 Preparation 34 

Preparation of l-ethyl-2-(methvlarninomethyl)-l //-indole 

a) 2-[N-(Benzyloxycarbonyl)-N-methylaminomethyl]-l//-indole 

25 N-(Benzyloxycarbonyloxy)succinimide (17.10 g, 68.6 mmole) was added to a 

solution of 2-(methyIaminomethyl)-l //-indole (10.00 g, 62.4 mmole), from Preparation 33, 
and triethylamine (9.60 mL, 68.6 mmole) in DMF (100 mL) at RT. The reaction was 
stirred overnight then was concentrated in vacuo. The residue was diluted with water and 
the mixture was extracted with ethyl acetate. The combih^^tracts^were dried over 

30 K2CO3 and concentrated. Flash chromatography on silica gel (20% ethyl acetate/hex anes) 
gave the title compound (14.80 g, 80%) as an off-white solid: MS (ES) m/e 295 (M + H)+ 

b) 2-[N-(Benzyloxycarbonyl)-N-methylaminomethyl]-l-ethyl-l//-indole 

NaH (60% dispersion in mineral oil, 0.25 g, 7.1 mmole) was added portionwise. 
35 allowing for gas evolution, to a solution of 2-[N-(benzyloxycarbonyl)-N- 

methylaminomethyl]-! //-indole (1.40 g, 4.75 mmole) in DMF (35 mL) at 0 °C. When the 
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NaH addition was complete, ethyl iodide (0.42 mL, 5.2 mmole) was added at 0 °C. The 
reaction was stirred at 0 °C for 15 minutes then at RT Overnight. The reaction was diluted 
with water and extracted with ethyl acetate. The combined extracts were dried over 
K2CO3 and concentrated to afford the title compound ( 1 .30 g. 87%) as an orange solid: 
5 MS (ES) m/e 323 (M + H)+. 

e) l-Ethyl-2-(methylaminomethyl)-lH-indole 

2-rN-(Benzyloxycarbonyl)-N-methylaminomethyl]- Nethyl- 1 //-indole (1 .30 g, 4.0 
mmole) was added to a suspension of Penman* catalyst (about 0.30 g) in MeOH at RT in 
10 a Parr flask! The reaction was placed under 50 p.s : i. of H 2 and shaken for 8 hr. The 
mixture was filtered through celite® and the filter pad was washed with MeOH. The 
filtrate was concentrated to afford the title compound (0.75 g, 100%) as a light yellow 
solid: MS (ES) m/e 1 89 (M + H)+. 

^5 Preparation 35 

Preparation of l-nSethvl-3-(methvlamino ™thvlV.1 W-indole (Method A) 

a) Methyl l-methyl-l//-indole-3-carboxylate 

20 NaH (60% dispersion in mineral oil. 8.56 g, 214.0 mmole) was added portionwise, 

allowing for gas evolution, to a solution of methyl l//-indole-3-carboxylate (25.00 g, 142.7 
mmole) in DMF (350 mL) at 0 °C. When the NaH addition was complete, methyl iodide 
(44.4 mL, 713.5 mmole) was added at 0 °C. The reaction was stirred at 0 °C for 15 minutes 
then at RT overnight. The reaction was diluted with water and extracted with ethyl acetate. 

25 The combined extracts were dried over K 2 C0 3 and concentrated to afford the title 
compound (26.00 g, 96%) as an orange solid: MS (ES) m/e 190 (M + H) + . 

b) N,l-Dimethyl-lf/-indole-3-carboxamide 

A suspension of methyl l-methyl-l«-indole^3^DOxylate-(4:30 gr22:74 mmole) 
30 in 40% aqueous CH 3 NH 2 " (400 mL) was stirred at RT. The flask was tightly stoppered to 
keep the material inside the flask. As the reaction proceeded the product began to 
precipitate. The reaction was stirred at RT for 3 days, then was concentrated to remove 
approximately 200 mL of the solvent. The remaining residue was diluted with H 2 0 (500 
mL). and the solid was collected by suction filtration and washed with H 2 0. Flash 
3 5 chromatography on silica get (ethyl acetate) gave the title compound (2.4 g, 56%) as a 
white solid: MS (ES) m/e 1 89 (M + H) + . 
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c) l-Methyl-3-(methylamiriomethyl)-l//-indole 

A solution of L1AIH4 in THF (1.0 M, 5.20 mL, 5.2 mmole) was slowly added via 
syringe to a solution of N, I -dimethyl- l//-indoIe-3-carbox amide (0.50 g, 2.6 mmole) in 
5 anhydrous THF (15 mL). Gas was evolved during the addition of the First 2 mL of LiAIH4 
solution. When the addition was complete, the resulting light yellow solution was heated at 
gentle reflux. After 23 hr, the reaction was cooled in ice and quenched by the sequential 
dropwise addition of H2O (0.5 mL), 1.0N NaOH (0.5 mL), and H2O (0.5 mL). The ., 
mixture was stirred for 15 min, then was filtered through edited), and the filter pad was 
10 washed thoroughly with THF. The filtrate was concentrated and the residue was flash 
chromatographed on silica gel (10% MeOH/CHCl3 containing 0.5% cone. NH4OH) to 
afford the title compound (0.30 g, 67%) as a light yellow oil: MS (ES) m/e 175 (M + H) + . 

Preparation 36 

15 . ■. 

Preparation of l-methvI-3-(methvlaminomethvO-l//-indole (Method BY 

To a solution of l-methylindoIe-3-carboxaldehyde (10.0 g, 62.8 mmole) in MeOH 
(100 mL) was added a solution of 2.0 M GH3NH2 in MeOH (126 mL, 252.0 mmole). The 

20 reaction was stirred at RT for 2 hrs, then was concentrated to a light yellow oil. This oil 

was dissolved in EtOH (300 mL), and NaBH4 (2.38 g, 62.8 mmole) was added. After 2 hrs 
the reaction was concentrated to a slurry and dissolved in 1.0 N NaOH (75 mL). The 
aqueous solution was extracted with Et20 (2 x 200 mL) and the combined organic fractions 
were dried over Na2S04 and concentrated. Flash chromatography on silica gel (9: 1 

25 CHC^/MeOH containing 5% NH4OH) and drying in high vacuum left the title compound 
(10.1 g, 92%) as a faintly yellow oil: MS (ES) m/e 175 (M + H)+. 

Preparation 37 

30 Preparation of (E)-3-(6-aminopvridin-3-vn-2-methvlacrvlic acid HC1 salt and 2-(6- 
aminopvridin-3-vlmethvl)acrvlic acid HC1 salt 

a) Ethyl (E)-3-(6-aminopyridin-3-yl)-2-methylacrylate and ethyl 2-(6-aminopyridin-3- 
ylmethyl)acrylate 

35 To a stirred solution of 2-amino-5-bromopyridine (25 g, 140 mmole) in 

propionitrile (150 mL) was added ethyl methacrylate (50 mL, 400 mmole), DIEA (50 mL, 
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287 mmole), palladium(II) acetate (1.57 g, 7 mmole), and tri-d-tolylphosphine (4.3 g, 14 
mmole). The reaction was purged with argon and heated at reflux for 6 hr, then was cooled 
to RT and concentrated to dryness under vacuum. The residue was taken up in 80% ethyl 
acetate/hexanes (100 mL), and the solution wasfiltered through a pad of silica gel, eluting 
5 with 80% ethyl acetate/hexanes (400 mL) until all the product was eluted off. The 

yellowish filtrate was concentrated under vacuum, and the residue was taken up in a small 
volume of 1 : 1 Et20/petroleum ether. The precipitate which formed was collected and dried 
under vacuum to give ethyl (E)-3<6-aminopyridin-3-yl)-2-methylacrylate (10.77 g, 37%) 
as a pale yellow solid: LCMS (ES) m/e 207.0 (M + H)+; l H NMR (300 MHz, CDCI 3 ) 8 

10 8.05 (d, J = 1.7 Hz, 1 H), 7.63 (dd, 1 H), 7.48 (s,. 1 H), 6.75 (d, J = 8:8 Hz, 1 H), 5/79 (br s v . 
2 H), 4.26 (q, 2 H), 2.10 (s, 3 H), 1.34.(t, 3 H), The filtrate was concentrated to dryness and 
purified by flash chromatography on silica gel (4: 1 ethyl acetate/hexanes) to give additional 
ethyl (E)-3-(6-aminopyridin-3-yl)-2-methylacrylate (0.87 g, 3% ) and ethyl 2-(6- 
aminopyridin-3-ylrnethyl)acrylate (5.77 g, 20%) as a yellow oil: LCMS (ES) m/e 207.0 (M 

15 + H)+; !H NMR (300 MHz, CDCI3) 5 7.86 (d, J = 2.1 Hz, 1 H), 7.32 (dd, 1 H), 6.53 (d, J = 
8.5 Hz, 1 H), 6.21 (d, J = 1.8 Hz, 1 H), 5.48 (d, J = 1.4 Hz, 1 H), 4.17 (q, 2 H), 3.47 (s, 2 H) ? 
1.27 (t, 3 H). 

b) (E)-3-(6-Aminopyridin-3-yl)-2-methyIacrylic acid HC1 salt 

20 To ethyl (E)-3-(6-aminopyridin-3-yl)-2-methyl aery late (5.0 g, 24.2 mmole) was 

added HO Ac (25 mL) and cone. HC1 (25 mL). The reaction was stirred and heated at 100 
°C for 6 hr, cooled to RT and concentrated to dryness. The remaining residue was 
triturated with Et20, filtered and dried under vacuum to give the title compound (5.5 g, 
quantitative) as a white solid: LCMS (ES) m/e 179.0 (M + H) + ; l H NMR (300 MHz, 

25 DMSO-d 6 ) 5 8.47 (br s, 2 H), 8.16 (d, 1=17 Hz, 1 H), 8.08 (dd, 1 H), 7.42 (s, 1 H), 7.08 
(d, J m 9.3 Hz, 1 H), 2.01 (s, 3 H). 

c) 2-(6-Aminopyridin-3-ylmethyl)acrylic acid HC1 salt 

^^Acccl^ing^tcrthe procedure of Preparation-37 ^(b)^exeept substituting.ethy 1 2=(6- 
30 aminopyridin-3-ylrhethyl)acrylate (3.1 g, 15 mmole) for ethyl (E)-3-(6-aminopyridin-3-yI)- 
2-methylacrylate gave the title compound (3:0 g, 93%) as a white solid: LCMS (ES) m/e 
179.0 (M + H) + ; l H NMR (300 MHz, DMSO-d 6 ) 8 8.10 (br s, 2 H), 7.79 (dd, 1 H), 7.78 (s, 
1 H), 7.00 (d, J = 9.7 Hz, 1 H), 6.15 (d, J = 1.2 Hz, 1 H), 5.67 (d, J =1.2 Hz, 1 H), 3.45 (s, 2 
H). 

35 
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Preparation 38 
Preparation of 2-( methvlaminom ethynnaphthalene 

5 To a stirred solution of 40 wt% methylamine in H2O (50 mL, 58 1 mmole) in THF 

(50 mL) at 0 °C was added 2-(bromomethyl)naphthalene (10 g, 43 mmole) in one portion. 
The reaction was allowed to warm to RT and stirred for 16 hr, then was then concentrated 
under vacuum. The residue was taken up in Et 2 0 and washed with 1 .O N NaOH then with 
brine, dried (Na2SC>4), and concentrated to dryness. Purification by flash chromatography 

10 on silica gel (98:2 to 9:1 CHC^/methanol containing 5% NH4OH) gave the title compound 
(3.95 g, 54%) as a clear oil: ] H NMR (400 MHz, CDCI3) 5 7.85 (m, 3 H), 7.79 (s, 1 H), 
7.49 (m, 3 H), 3.94 (s, 2 H), 2.53 (s; 3 H). 



15 



Preparation 39 

Preparation of (EV3-(6-amino-4-methvlpvridin- 3>vnacrvlic acid HC1 salt 



a) 2-Amino-5-bromo-4-methylpyridine 

To a stirred solution of 2-amino-4-methylpyridine (22 g, 203 mmole) in 48% HBr 
20 (200 mL) at 70 °C was added drop wise a solution of 15% H2O2 in H2O (60 mL) over 60 
minutes. The reaction became slightly exothermic and the oil bath was removed after 15 
minutes. The reaction stirred for an additional 1 hr, then was poured into ice 
(approximately 500 mL). The clear solution was adjusted to pH 4-5 with solid Na2C03 (80 
g, 755 mmole), and the resulting thick white suspension was filtered. The filter pad was 
25 washed with a small volume of H2O and pressed dry. Drying under high vacuum gave a 
2:3 mixture of 2-amino-5-bromo-4-methylpyridine and 2-amino-3,5-dibromo-4- 
methylpyridine (27.08 g). Flash chromatography on silica gel (50% ethyl acetate/hexanes 
then ethyl acetate) gave the title compound ( 12. 1 1 g, 32%) as a white solid: LCMS (ES) 
— ^187.2c>l^ 



30 (brs,2H),2.17(s,3H). 

b) Ethyl (E>3-(6-amino-4-methylpyridin-3-yl)acry late 

To a stirred solution of 2-amino-5-bromo-4-methylpyridine 00 g, 54 mmole) in 
propionitrile (50 mL) was added ethyl acrylate (17 mL, 157 mmole), DIEA (19 mL, 106 
35 mmole), palladium(Il) acetate (0.61 g, 2.7 mmole) and tri-o-to!ylphosphine (1 .64 g, 5.4 

mmole). The reaction was purged with argon and heated at reflux for 6 hr, then was cooled 
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to RT and concentrated to dryness under vacuum. The resulting residue was taken up in 
ethyl acetate and filtered through a pad of silica gel. The filtrate was concentrated and the 
remaining residue was triturated with 1:1 Et^O/petroIeum ether (50 mL), filtered, and dried 
under vacuum to give the title compound (6.50 g, 59%) as a pale yellow solid: l H NMR 
5 (400 MHz, DMSO-d 6 ) 5 8.31 (s, 1 H), 7.66 (d, J = 16.0 Hz, 1 H), 6.40 (br s, 2 H), 6.32 (d, J, 
= 16.0 Hz, 1 H), 6.28 (s, 1 H), 4,15 (q, 2 H), 2.24 (s, 3 H), 1.24 (t, 3 H). 

c) (E)-3-(6-Amino-4^methylpyridin-3-yl)acry lie acid HC1 salt; 

To ethyl (E)-3-(6-amino-4-methylpyridin-3-yl)acrylate (1.50 g, 7.3 mmole) was 
10 added HOAc (15 mL) and cone; HC1 (15 mL). The solution was stirred at 100 °C for 10 hr, 
cooled to RT, and concentrated to dryness. Trituration with Et20 T filtration and drying 
under vacuum gave the title compound (1.65 g, quantitative) as a white solid: LCMS (ES) 
m/e 179.2 (M + H) + ; *H NMR (400 MHz, DMSO-d 6 ) 6 8.37 (s, 1 H), 8.28 (br s, 3 H), 7.51 
(d, J o 16.0 Hz, 1 H), 6.86 (s, 1 H), 6.46 (d, J =16.0 Hz, 1 H), 2.41 (s, 3 H). 

15 

Preparation 40 

Preparation of 1.3-dimethvN2-(methvlaminomethvlV17/-indole 

20 a) 1,3-Dimethy 1-1 //-indole 

To a stirred solution of 3-methylindole (15.0 g, 1 14 mmole) in dry DMF (200 mL) 
was added NaH (60% dispersion in oil, 5.0 g, 125 mmole) in portions. Gas evolution was 
observed. The mixture was stirred for 30 min, then iodomethane (8 mL, 129 mmole) was 
added in one portion. The reaction became exothermic and was cooled in an ice bath. 

25 After 16 hr at RT, the reaction was concentrated under vacuum and the residue was taken 
up in ethyl acetate. The solution was washed with H2O then with brine, dried (MgSO^, 
and concentrated to dryness. Purification by short path distillation under vacuum (bp 88- 
92°C, 0.5 mmHg) gave the title compound (16. 10 g, 97%) as a pale yellow oil: ! H NMR 

~~ ^00^MHz7CDC^^ 

30 (s, 1 H), 7.00 (t, 1 H), 3.71 (s, 3 H), 2.24 (s, 3 H). 

b) 13-Dimethyl-l//-indole-2-carboxaldehyde 

To a stirred solution of phosphorus oxychloride (7.0 mL, 75 mmole) in DMF (25 
mL) was added dropwise a solution of 1 ,3-dimethylindole (12.0 g, 83 mmole) in dry DMF 
35 (6.0 mL). The reaction was stirred at RT for 2 hr then was poured onto ice. The mixture 
was basified with a solution of NaOH (13.2 g, 330 mmole) in H2O (44 mL), then was 
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extracted with Et20 (2x 50 mL). The combined organic layers were washed with brine, 
dried (MgS04>, and concentrated under vacuum. Flash chromatography on silica gel (10% 
ethyl acetate/hexanes) gave the title compound (13.03 g, 91%) as an off-white solid: 
LCMS (ES) m/e 174.2 (M + H) + ; ] H NMR (400 MHz/CDCl 3 ) 8 10. 16 (s, 1 H), 7.68 (d, J 
5 = 8.1 Hz, 1 H),7.42(t, 1 H), 7.32 (d, J = 8.5 Hz, 1 H),7.15(t, 1 H), 4.04 (s, 3 H), 2.63 (s, 3 
H). 

c) i,3-Dimethyl-2-(methylam^ 

To i,3-dimethyl-l//-indole-2-carboxaldehyde (13.0 g, 75 mmole) was added a 

10 solution of 2.0 M methyl amine in methanol (150 mL, 300 mmole) and HOAc (4.3 mL, 75 
mmole). the solution was stirred at RT for 4 hr, then was cooled to 0 °G, and sodium 
cyanoborohydride (5.0 g, 80 mmole) was added portionwise over 5 min. The reaction was 
then allowed to warm to RT. After 16 hr, the reaction was concentrated under vacuum and 
the residue was taken up in Et20. The solution was washed with 1.0 N NaOH then with 

15 brine, dried (Na2SC>4), and concentrated to dryness. Flash chromatography oh silica gel 

(95:5 CHCtymethanot containing 5% NH4OH) gave the title compound (7.34 g, 52%) as a 
yellow oil: *H NMR (400 MHz, CDCI3) 6 7.53 (d, J = 7.8 Hz, 1 H), 7.26 (d, J = 7.8 Hz, 1 
H), 7.20 (t, 1 H), 7.09 (t, 1 H), 3.88 (s, 2 H), 3.76 (s, 3 H), 2.46 (s, 3 H), 2.32 (s, 3 H), 1.36 
(brs, 1 H). 

20 

Preparation 41 

Preparation of 6-bromo-2-oxo- 1 .4-dihvdrO"2//-pyridor2.3- d\- 1 .3-oxazine 

25 a) 2-Amino-3-(hydroxymethyl)pyridine 

To a stirred solution of 2-aminonicotinic acid (20 g, 145 mmole) in dry THF (200 
mL) under argon was added 1.0 M LiAlH4 in THF (300 mL, 300 mmole) carefully, 
portionwise, through a reflux condenser, over 4 hr. The reaction became exothermic and 



refluxed without external heating. After the addition was complete, the reaction was heated 
30 at reflux for an additional 16 hr, then was cooled to 0 °C and carefully quenched by 

sequential addition of H 2 0 (12 mL), 15% NaOH in H 2 0 (12 mL), and H 2 0 (35 mL). The 
resulting thick suspension was stirred for 1 hr, then was filtered through a pad of celite®. 
The filter pad was rinsed with THF (300 mL), and the filtrate was concentrated to dryness 
to give the title compound (17.04 g, 95%) as a pale yellow waxy solid: LCMS (ES) m/e 
35 125.1 (M + H)+; l H NMR (400 MHz, DMSO-d 6 ) 5 7.84 (dd, t H), 7.37 (m, 1 H), 6.53 (dd, 
1 H), 5.65 (br s, 2 H), 5.16 (t,'l H), 4.34 (d, J = 4.6 Hz, 2 H). 
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b) 2^AmincH5-bromo-3^(hydroxymethyl)pyridine 

To a stirred solution of 2-aminc-3-(hydroxymethyl)pyridine (15.0 g, 121 mmole) in 
HO Ac (300 mL) at RT was added bromine (6.2 mL t 121 mmole) dropwise over 1 hr. A 
5 suspension formed after approximately 15 min. After the addition, the reaction was stirred 
for an additional I hr, then was concentrated under vacuum. The residue was taken up in 
1 .0 M Na2CC>3 (500 mL), and the solution was extracted with ethyl acetate (2 x 250 mL). 
The combined organic layers were washed with brine, dried (N^SO^, and concentrated to 
dryness. The resulting residue was triturated with a small volume of petroleum ether, 
10 filtered and dried under vacuum to give the title compound (18.45 g, 75%) as a beige solid: 
LCMS <ES) m/e 203.2 (M + H)+; l H NMR (400 MHz, DMSO-d6) 5 7.89 (d, J = 2.3 Hz, 1 
H), 7.52 (s. \ H); 5.92 (br s, 2 H), 5.29 (br s, 1 H), 4.30.(s, 2 H). 

c) 6-Bromor2-oxo i l,4-dihydro-2//-pyrido[2,3-<|-l,3-oxazine 

15 To a stirred solution of 2-amino-5-bromo-3-(hydroxymethyl)pyridine (3.0 g, 15 

mmole) in methanol (30 mL) was added dimethyl carbonate (5 mL, 60 mmole) and sodium 
methoxidc (25 wt% solution in methanol, 4 mL, 17.4 mmole). The reaction was heated at 
reflux for 1 8 hr, cooled to RT, and concentrated to dryness. The remaining residue was 
triturated with saturated aqueous NH4CI (50 mL), Filtered, washed with cold H2O (50 mL), 

20 and dried under vacuum to give the title compound (1.75 g, 51%) as a beige solid: LCMS 
(ES) m/e 229.0 (M + H)+; *H NMR (400 MHz, DMSO-d 6 ) 8 10.90 (s, 1 H), 8.31 (s, I H), 
7.90 (s, 1 H),5.31 (s,2H). 



25 



Preparation 42 

Preparation of 3'methyl-2"(methvlaminomethvnbenzor^1thiophene . 

To a stirred solution of 3-methylbenzo[£]thiophene-2-carboxaldehyde (0.5 g, 2.8 
mmole) in methanol (15 mL) was added 2.0 M methylamine-in methanol (6 mL,-12 mmole) 



30 and HO Ac (0.32 mL, 5.7 mmole). The reaction was stirred at RT for hr, then sodium 
cyanoborohydride (0.2 g, 3 mmole) was added in one portion. After stirring for an 
additional 16 hr the reaction was concentrated to dryness. The residue was taken up in 
Et2<3 and washed with 1 .0 N NaOH then with brine, dried (Na2SC>4), and concentrated 
under vacuum. Purification by flash chromatography on silica gel (95:5 CHCiymethanol 

35 containing 5% NH4OH) gave the title compound (0.30 g, 56%) as a yellow oil: *H NMR 
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5. 



(400 MHz, CDC1 3 ) 5 7.77 (d, J = 7.8 Hz, 1 H), 7,62 (d, J = 7.9 Hz, 1 H), 7.34 (t, 1 H), 7.28 
(t, 1 H), 3.99 (s, 2 H), 2.49 (s, 3 H), 2.34 (s*3 : H), 1.77 (br s, 1 H). 

Preparation 43 
Preparation of 2-(methvlaminome thvI > )benzothiophene 



a) N-methyl benzothiophene-2-carboxamide 

To a stirred solution of 2.0 M methylamine in THF (60 mL) and THF (60 mL) was 
10 added dropwise at 0 °C a solution of benzothiophene-2-carbonyl chloride (10.8 g, 55 

mmole) in THF (50 mL) over 1 5 minutes. After the addition ;the reaction was allowed to 
warm to RT then was concentrated under vacuum. Trituration with a cold solution of 4:1 
H 2 0/methanol (50 mL), filtration, and drying under vacuum gave the title compound 
(10.35 g, 98%) as a white solid: MS (ES) m/e 191.9 (M + H)+ 

15 

b) 2-(MethylaminomethyI)benzothiophene 

To a stirred suspension of N-methyl benzothiophene-2-carboxamide (10.0 g, 52 
mmoie) in dry THF (75 mL) under argon was added a solution of 1.0 M LiAtffy in THF 
(135 mL, 135 mmole) over 15 minutes. The reaction quickly became clear and was heated 

20 at reflux for 2 days. After cooling to 0 °C the reaction was carefully quenched with the 
sequential addition of H 2 0 (5.1 mL), 15% NaOH in H 2 0 (5.1 mL), and H 2 0 (15.3 mL). 
The mixture was filtered through a pad of celite® and the filter pad was rinsed with Et 2 0 
(50 mL). The filtrate was concentrated to afford the title compound (9.1 1 g, 99%) as a pale 
yellow oil which solidified in the freezer: l H NMR,(400 MHz, CDCI3) 8 7.83 (d, J = 7.3 

25 Hz, 1 H), 7.72 (d, J = 7.3 Hz, 1 H), 7.33 (m, 2 H), 7.17 (s, 1 H), 4.06 (s, 2 H), 2.53 (s, 3 H), 
1.56 (brs, 1 H). 



- Preparation^ , 



30 Preparation of 2-methvl- 3-rmethvlaminomethvnindole 

To a solution of 2-methylindole-3-carboxaldehyde (10.00 gr 62.84 mmole) in 
MeOH (100 mL) was added 2 M CH 3 NH 2 in MeOH (200 mL). After stirring for 3 hours 
at RT, the reaction solution was concentrated to a yellow oil which solidified under 
35 vacuum. This solid was dissolved in ethanol (350 mL) and NaBH 4 (2.38 g, 62.8 mmole) 
was added. The reaction was stirred at RT for 6 hours, then was concentrated under 
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vacuum. The remaining residue was diluted with satufated aqueous N^CC^ ^ 
vacuum. s _ • jc h was sepa rated, washed with brine, 

extracted wuhEtOAc (2 x 200 mL). CHClVMeOH containing 

and dried over Na 2 S0 4 . Bash chromatography on s.hca gel (9.1 CHC1 3 ™ 
5% NH4OH) and drying under high vacuum gave the title compound (6.88 g. 63%) 
faintly yellow viscous solid: MS (ES) m/e 175 (M - H)+. 

Preparation 45 



To a solution of 2^yridol3.2*>.4^X4^ne <«»«• 
HOAC (.00 nd.) was added B, 2 (2.6 nd- 50.0 mroole).'. After stirring for 48 hours * ^ 
™1 lion so.ut.on was coneen,ra,ed .. • or»ge sond, which was suspend*. -1 N 
N o"<50 ^ and extracted w.th E.OAc (2 x lOOnd.). The confined organ* Uy«* 
^rihed 1 briue and dried ova, Na 2 SC 4 . Hash c„_phy on s. ca ,a, (9. . 
CHC^eOH con.ain.ng 5* NH4OH) and drying under high .ha ude 

compound (5.49 g. 72*).* a y=..ow soiid: MS (BS) 230 (M + H) . 



20 



Pre paration 46 

P „ r ,.,.ion of * „.a.,r«vHTOnonyrimidhie 



25 



To a so.ution o, S-bronre^atninopyritoidine (2.0 g, U 5 rumoUr) . CH 2 C 2 (7 
no.) ar RT was added 2,6-.u«dine (27 tnL. 23.0 mmo.e) followed by acetyl chlonde (0 99 

mmole). After srirriog for S hours, .he reacdon soindon was eoncan^ , 
Luun, Tne fining residue was dissolved BOAc (200 *. washed w h H 2 0 (.00 
^ sod brine, and dried o.a, Na 2 S0 4 . Bash chrouuuography on stltca gel (95.5 
^^i^d^ng^e, high-vacuum gave .h e .i.le compound (1.74 g. 70%) as a 



yellow solid: MS (ES) m/e 217 (M + H) + . 



30 



-60- 



BNSOOCID: <WO 0127103A1_I_> 



WO 01/27103 



PCT/US00/27£44 



Preparation 47 

Preparation of 1-methvl-2-(methvIarnino methvlVo^methoxv- 1 //-indole 

5 a) Methyl- l-methyl-6^methoxy-l//-indole-2-carboxy late ,-. 

According to the procedure of Preparation 1 (a), except substituting methyI-6- 
methoxyindoIe-2-carboxylate for ethyl indoIe-2-carboxylate, the title compound (90%) was 
prepared as a tan solid: MS (ES) m/e 220.2 (M + H)+ 

10 b) N,l-DimethyI-6-methoxy-l//-indole-2-carboxamide 

According to the procedure of Preparation 1 (b), except substituting methyl- 1-methy 1-6- 
methqxy-l//-indole-2-carboxylate for ethyl- l-methyl-T//-indole-2-carboxy late, the title 
compound (95%) was prepared as an off-white solid: MS (ES) m/e 219.2 (M + H) + and 
437.4 (2M + H)+ 

15 

c) l-Methyl-2-(methylamino methyl)-6-methoxy- 1 //-indole 

According to the procedure of Preparation 1 (c), except substituting N, 1-dimethyl- 
6-methoxy-l//-indole-2-carboxamide for N,l -dimethyl- l//-indole-2-carboxamide, the title 
compound (76%) was prepared as a light gray solid: MS (ES) m/e 205.2 (M + H)+, 409.4 
20 (2M + H)+ 

Preparation 48 

Preparation of K7-dimethvl-3-(methvlaminomethyn-l //-indole 

25 

a) 1,7- Dimethyl- l//-indole 

According to the procedure of Preparation 1 (a), except substituting 7-methylindole 
for ethyl indole-2-carboxylate, the title compound (89%) was prepared as a tan solid: MS 
(ES) m/e .146.2 (M + H)+ ~ ~ 

30 

b) !,7-DimethyM//-indole-3-carboxaIdehyde 

According to the procedure of Preparation 40 (b), except substituting 1,7-dimethyl- 
l//-indole for 1,3-dimethylindole, the title compound (82%) was prepared as a light tan 
solid: MS (ES) m/e 174.2 (M + H)+. 

35 
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c) ,,7-DimethyI-3-( m ethyJaminomethyl)-l//-»ndole 

compound (98%) was prepared as a white, prystall.ne sohd: MS (ES) ^ 189.2 (M 



5 



15 



Preparation 49 
p^er^rationoOJ^^ 

f„ „M MMMM *° "* compound^*) w» - - amb " °"' 
MS (ES) m/e 146.2 (M + H)+ 

MS (ES) m/e 174.2 (M + H) + - 

c ^> 1 5-Dimethyl-3-(methylaminomethyl)-ltf-indole 

Aceols .» ft. procedure of Prepare,^ 36. except sobsda.,,.8 1.5—1- »■ 

(89%) was papered as an oil: MS (ES) m/e 189.2 (M + H) 

Pre paration 50 

~f , /U Him e thv' M'" < - th ^ laminomKhYlV1// "' nd0lS 



20 



25 



Preparation 



30 



MS (ES) m/e 146.2 (M + H) + . 
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b) l,6-Dimethyl-W-indole-3-caibt>xaidfehyde • , u 
According to the procedure of Preparation 40 (b), except substituting , 1,5-dimethyMH- 
indole for 1.3-dimethy. indole, the title compound (99%) was prepared as a light tan sol.d: 
MS (ES) m/e 174.2 (M + H) + . 

c) l,6-Dimethyl-3-(methylaminomethyl)-l«-indole 
According to the procedure of Preparation 36, except substituting l,5-d,methy.-l//- 

indole-3-carboxaldehyde for 1,3-dimethyM indole- 1-carboxaldehyde, the title compound 

(95%) was prepared as an oil: MS (ES) m/e 189.2 (M + H)+ 

Preparation SI 

p^.inn of i-b>-^Yi-^-^ethvlaminomethYlVl^indole 

15 a) 3-(Methylaminomethyl)-l//-indole wnunnmM 
To a solution of indole-3-carboxaldehyde (5.4 g, 34.1 mmole) ,n MeOH (30 mL) 
was added a solution of 2.0 M CH 3 NH 2 in MeOH (51.3 mL, 102.6 mmole). The reacuon 
was stirred at RT overnight, then was concentrated to a light yellow oil. This oil was 
dissolved in EtOH (40 mL). and NaBH 4 d-3 * 34.1 mmole) was added. After 16 hrs the 

20 reaction was concentrated to a slurry and dissolved in 10% Na 2 CO 3 (lO0 mL). T*e 
aqueous solution was extracted with EtOAc (2 x 200 mL) and the combined organic 
fractions were dried over Na 2 S0 4 and concentrated. Drying in high vacuum left the Utle 
compound (5.2 g, 94%) as a faintly yellow oil: MS (ES) m/e 161 (M + H)+ 

25 b) 3.[N-(Benzyloxycarbonyl)-N-methylaminomethyl]-l/f-indole 

N-(Benzyloxycarbonyloxy)succinimide (8.9 g, 35.7 mmole) was added to a 
solution of 3-<methylaminome*yl)-lf/-indole (5.2 g, 32.5 mmole) and triethy.am.ne (5.0 
mL 65 7 mmo li) inDMF (100 mL) at RT.^The reactio n was stirred overmght then was 



concentrated in vacuo. The residue was diluted with water aud the mixture was extracted 
30 with ethyl acetate. The combined extracts were dried over Na 2 S0 4 and concentrated. 

Rash chromatography on silica gel (33% ethyl acetate/hexanes) gave the title compound 
(7.0 g. 74%) as an off-white solid: MS (ES) m/e 295 (M + H)+ - 

c) 3-[N-(Benzyloxycarbony.l)-N-methylaminomethyll-l-benzyH//-indole 
35 NaH (60% dispersion in mineral oil, 0.15 g. 3.8 mmole) was added port.onw.se. 

allowing for gas evolution, to a solution of 3-[N-(benzyloxycarbonyl)-N- 
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N aH addition was eompfete. benzyl bromide (W mU 10.0 —) was added at 0 C The 
Lion ~ stirred a, 0 -C for .5 minu.es men a. RT overnight. The reacnon was ddured 
with warer and exrracted with erhyl acera... The combined exrmera were dned ova, 
5 "^SOd and concentrated. Flash chromatography on si.ica ge. (33% «h» 

gave the title compound (0.9 g, 93%) as an off white solid: MS (ES) m/e 385 (M + ^) 

d ) l.Benzyl-3-(methylaminomerhyl)-lH-indole ., 

MN-(Bcnz»loayc.rtx,ny.)-N-mcU,yl»minomc.h,lM-benz,l-lH-.ndole (0.9 g. 2.3 

. Parrftok. Theteacdon was P .aced under 50p.s.i. of H 2 and shaken for 5 h. The 
mixture was filtered through celire<8> and me filrer pad was washed with MeOH. The 
fiUrare was concenrmted r, afford «h. title compound (0.5 8. 86*) . a hgh. yellow softd. 
MS (ES) m/e 251 (M + H) + . 

Pre paration 52 

p^r^tinn of ?-p^n Y i«mino-3-hromin»Yridin«; 

A mixture of 2,5-dibromopyridine (10,2 g. 43 mmole) in aniline (25 mL) was 
stirred and heated at reflux for 3 h. The reaction was cooled to RT and most of the arnhne 
was distilled off under vacuum. The remaining residue was taken up in ethyl acetate and 
the solution was washed with 1 .0 N Na 2 C0 3 then with brine, dried (Na 2 S0 4 ). and 
concentrated under vacuum. Trituration with petro.eum ether, filtration and dry.ng under 
concentrate ^ MHz, CDC1 3 ) 

25 vacuum gave the title compound (7.20 g, 67 as a 

5 8.25 (d. J = 2.4 Hz, 1 H). 7.58 (dd, 1 H), 7.31-7.39 (m. 4,H), 7.1 1 (m, 1 H), 6.79 (br s. 1 

H); MS (ES) m/e 249.0 (M + H) + - 



15 



20 



30 



35 



Preparation 53 

PjgBararion^^ 

a) l,2-Dimethylindo!e-3-carboxaldehyde 

A so.ution of POCI3 (7.0 mL, 75 mmole) in DMF (100 mL) was stirred for 5 
m inutes at 0 °C, then 1, 2-dimethy.indole (10.0 g. 69 mmole) was added in one port.on. 
The reaction was allowed to warm to RT and stirred for 4 h. The thick slurry was poured 
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into ice water (300 mL) and the flask was rinsed with additional water (50 mL). The 
aqueous mixture was basified with a solution of NaOH (13.2 g, 330 mmole) in H2O (50 
mL), and the thick suspension was filtered to collect the solid. This was washed with water 
and dried under vacuum to give the title compound (1 1.59 g, 97%) as an off-white solid: 
5 1 H NMR (400 MHz, CDCI3) 8 10.07 (s, 1 H), 8.09 (d, J = 7.9 Hz, 1 H), 7.54 (d, J = 7.6 Hz, 
1 H), 7.21 (dt, 2 H), 3.73 (s, 3 H), 2.70 (s, 3 H). 

b) l,2-Dimethyl-3-(methyliminomethyl)-l //-indole 

To 1 ,2-dimethylihdole^3-carboxaldehyde ( 1 1 .50 g, 66.4 mrriole) was added a 
10 solution of 2 M methylamine in methanol (100 mL, 200 mmole). The reaction was stirred 
for 4 h at RT then was concentrated to dryness to afford the crude title compound: *H 
NMR (400 MHz, CDCI3) 5 8.55 (d, J = 1.4 Hz, i H), 8.16 (d, J =7.5 Hz, 1 H),7.42(d, J = 
7.8 Hz, i H), 7. 1 5 (t, 1 H), 7.07 (t, 1 H), 3.68 (s, 3 H), 3:41 (s, 3 H), 2:55 (s, 3 H). 

15 c) l,2-Dimethyl-3-(methylaminomethyl)-l //-indole 

1 ,2-Dimethy I-3-(methy liminomethyl)^ 1 //-indole was taken up in ethanol (200 mL) 
and NaBH4 (2.6 g, 68.7 mmole) was added portionwise with stirring at RT (vigorous gas 
evolution). After 16 h the reaction was concentrated under vacuum, and the residue was 
basified with aqueous 1 .0 N NaOH (200 mL). The mixture was extracted with Et^O (250 

20 mL), and the combined Et2<3 extracts were washed with brine, dried (Na2SC>4) and 
concentrated. Purification by flash chromatography on silica gel (5-10% (5% 
NH 4 OH/MeOH)/CHCl3) gave the title compound (8.47 g, 68%) as an oil which solidified 
in the freezer: l U NMR (400 MHz, CDCI3) 5 7.60 (d, J = 7.7 Hz, 1 H), 7.29 (d, J = 8.0 Hz, 
1 H). 7.19 (t, 1 H), 7.12 (t, 1 H), 3:93 (s, 2 H), 3.69 (s, 3 H), 2.49 (s, 3 H), 2.45 (s, 3 H). 

25 

Preparation 54 

Preparation of 3- (methylamihomethyl)benzo[Z>]thiophene 

30 To a stirred solution of 2 M methylamine in methanol (75 mmole, 150 mmole) was 

added benzo[fc]tr»ophen-3-carboxaldehyde (5.3 g, 33 mmole) and HOAc (4.3 mL, 75 
mmole). The reaction was stirred at RT for 1 h, then NaB^CN (2.1 jj, 33 mmole) was 
added portionwise over 5 minutes. The reaction was stirred for an additional 16 h then was 
concentrated under vacuum. The residue was taken up in Et20 (300 mL) and washed with 

35 1.0 N NaOH (300 mL) then with brine, dried (Na2SC>4), and concentrated. Purification by 
flash chromatography on silica gel (5% (5% NH 4 OH/MeOH)/CHCl3) gave the title 
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compound (2.8 1 g, 48%) as a brownish oil: *H NMR (400 MHz, CDC1 3 ) 5*7.87 (2d, 2 H), 
7.40 (m, 2 H), 732 (s, 1 H), 4.02 (s, 2 H), 2.56 (s, 3 H), 1.5 (br s, 1 H). 

Preparation 55 . 
Preparation of 5-br omo-2.2'-dipvridvlamine ... 



Bromine (3.0 mL, 58.2 mmole) was added drppwise oyer 15 minutes to a stirred 
solution of 2,2 , -dipyridy!amine (10 g, 58.4 mmole) in HOAc (100 mL). The reaction 

10 quickly became a thick suspension.. After 2 h the reaction was concentrated under vacuum- 
and the residue was purified by flash chromatography on silica gel (0.5% (5% 
NH40H/MeOH)/CHCl3). The resulting residue was triturated with hexane and dried under 
vacuum gave the title product (1.77 g, 12%) as an off-white solid: *H NMR (400 MHz, 
CDCI3) S 9.88 (s, 1 H), 8.31 (s, 1 H), 8.23 (d, J = 4.8 Hz, 1 H), 7.83 (m, 2 H), 7.67 (t, 1 H), 

15 7.62 (d, J = 8.4 Hz, 1 H), 6.90 (t, 1 H); MS (ES) m/e 250.0 (M + H)+. 5,5*-dibromo-2,2*- 
dipyridylamine (4.04 g, 21%) was also isolated as a white solid after trituration with hexarie 
and drying under vacuum: l H NMR (400 MHz, CDCI3) 5 10.08 (s, 1 H), 8.32 (d, J = 2.5 
Hz, 2 H), 7.88 (dd, 2 H), 7.68 (d, J = 9.0 Hz, 2 H); MS (ES) m/e 328.0 (M + H)+ 

20 Preparation 56 

Preparation of 2-( met hvlaminomethvl>-3-methvlbenzoF61thiophene 

According to the procedures of Preparation 53 (b) and (c), except substituting 3- 
25 methyltenzo[£]thiophene-2-carboxaldehyde (7.40 g, 42 rnmole) for l,2-dimethylindole-3- 
carboxaldehyde, the title compound (6.02 g, 75%) was prepared as a pale yellow oil which 
solidified in the freezer: l H NMR (400 MHz, CDCI3) 5 7.77 (d, J = 7.8 Hz, 1 H), 7.62 (d, J 
= 7.9 Hz, 1 H), 7.34 (t, 1 H), 7.28 (t, 1 H), 3.99 (s, 2 H), 2.49 (s, 3 H), 2.34 (s, 3 H), 1.77 (br 

srrH)— — — — — - — - 
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Preparation 57 

Preparation of 2-methvU3-(Tnethvlaminomethvnbenzor61thiophene 

5 a) 2-Methylbenzo[fc]thiophene-3-carboxaldehyde 

SnCl4 (20 mL, 67 mmole) was added over 5 min to a stirred solution of 2- ' 
methylbenzo[&]thiophene (5:0 g, 33.7 mmole) in CH2CI2 (75 mL) at 0 °C under argon. 
After 15 minutes, dichlpromethyl methyl ether (3.7 mL, 41 mmole) was added. The 
reaction became a yellowish colored suspension. The reaction was allowed to warm to RT 

10 and stirred for 16 h, then was poured onto ice water (200 mL). The aqueous mixture was 
acidified with 1.0 N HC1 (100 mL) and stirred until the suspension dissolved. The organic 
phase was separated, dried (MgSC>4), and concentrated under vacuum. Purification by 
flash chromatography on silica gel (10% ethyl acetate/hexane) gave the title compound 
(5.83 g, 98%) as a white crystalline solid: *H NMR (400 MHz, CDCI3) 5 1 6.38 (s, 1 H), 

15 8.61 (d, J = 8.1 Hz, 1 H), 7.77 (d, J = 8.0 Hz, 1 H), 7.48 (t, 1 H), 7.39 (t, 1 H), 2.93 (s, 3 H). 

b) 2-Methyl-3-(methylaminomethyl)benzo[6]thiophene 

According to the procedures of Preparation 53 (b) and (c), except substituting 2- 
methylbenzo[^]thiophene-3-carboxaldehyde (5.0 g, 28.4 mmole) for 1 ,2-dimethylindole-3- 
20 carboxaldehyde, the title compound (4.89 g, 90%) was prepared as an oil which solidified 
in the freezer: ] H NMR (400 MHz, CDCI3) 5 7.78 (d, J = 7.9 Hz, 1 H), 7.75 (d, J = 7.9 Hz, 
1 H), 7.37 (t, 1 H), 7.29 (t, 1 H), 3.95 (s, 2 H), 2.60 (s, 3 H), 2.50 (s, 3 H). 

Preparation 58 

25 

Preparation of 3.4-dimethvl-2-( methvIaminomethvDthienof23-ib1thiophene 

According to the procedure of Preparation 24 (a), except substituting 3,4- 
dimethylthieno[2,3-fc]thiophener2-carboxaldehyde (0.5 g, 2.5 mmole) for the 1- 
30 methylindole-2-carboxaldehyde, the title compound (0.28 g, 53%) was prepared as a 
colorless oil: MS (ES) m/e 212 (M + H)+ 
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Preparation 59 

Proration of l-methvl-2- fme thYlaminbmethYnnaphthalene 

5 a) N,l -Dimethy lnaphthalene-2-carboxamide 

According to the procedure of Preparation 20 (a), except substituting U 
methy.naphthalene-2-carboxylic acid </. Or g . Chen, 1965. 22, 3869; 0:3 g, 1,6 mmole) for 
the 3-methyl-2-inden-2 : carboxylic acid, the title compound (0.3 g, 94%) was prepared as a 
white solid: MS (ES) m/e 200 (M + H)+. 

10 

b) i-Methyl-2-(methylamiriomethyl)naphthalene 

According to the procedure of Preparation 20 (b), except substituting N.l- 
dimethylnaphthalene-2-carboxamide (0.3 g, 1.5 mmole) for the N,3-dimethylindene-2- 
carboxamide, the title compound (0.1 g, 36%) was prepared as a colorless oil: MS (ES) m/e 
15 186(M + H) + . 

Preparation 60 



20 



25 



a) 1 -Methyl- lH-pyrrolo[2,3-b)pyridine 

According to the procedure of Preparation 40 (a), except substituting 7-aza,ndole 
(2.28 g, 1.83 mmole) for the 3-methylindole, the title compound (1.4 g. 58%) was prepared 
as a yellow oil: MS (ES) m/e 133 <M + H) + . 

b) l-Methyl-l//-pyrrolo[2,3-b]pyridine-3-carboxaldehyde 

According to the procedure of Preparation 40 (b). except substituting l-methyl-l«- 
-p^orot^Mpyridine ^7- g ..5.3-mmole) for the 1,3-dimethylindole, the title compound 



pyiiuxui,^ m * >> *=" — 

(0.4 g, 47%) was prepared as a white solid: MS (ES) m/e 161 (M + H) . 



30 



c) i-Methyl-3-(methylaminomethyl)-lW-pyrrolbl2,3-fc]pyridine 

According to the procedure of Preparation 40 (c). except substituting 1-methyl-l H 
pyrrolo[2,3-b] P yridine-3-carboxaldehyde (0.4 g, 2.5 mmole) for the 1,3-dimethyl-l/Y- 
indole-2-carboxaldehyde, the title compound (0.2 g, 45%) was prepared as a yellow o.l: 
35 MS (ES) m/e 176 (M + H) + . 
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Preparation 61 • 

Pr. p^atinnofy^-HihvHm-S-r m ^hvlarninomethvn-l/YOa-azacYclopentaralindene 

a) 2.3-Dihydro- 1 W-3a-azacyclopenta[a]indene-8-carboxaldehyde 

According to the procedure of Preparation 40 (b), except substituting 2,3-dihydro- 
l//-3a-azacyclopenta[ fl Jindene (/. Med. Chem. 1965. 8, 700; 0.24 g, 1.53 mmole) for the 
1,3-dimethylindole. the title compound (0.17 g. 60%) was prepared as a yellow solid: MS 
(ES)m/<r 186 (M + H) + . 



10 



b) 2.3-Dihydrc-8-(mcthyiaminomethyl)-lH-3a-azacyclopenta[a]indene 

According to the procedure of Preparation 40 (c), except substituting 2,3-dihydro- 
1 H-3a-azacyclopcnt a | fl iindene-8-carboxaldehyde (0,17 g, 0 r 92 mmole) for the 1,3- 
dimethyl-lM-indolc-2-carboxaldehyde, the title compound (0.1 g, 54%) was prepared as a 
15 yellow oil: MS (ES) mfe 201 (M + H) + . 

The following examples illustrate methods for preparing the biologically active 
compounds of this invention from intermediate compounds such as those described in the 
foregoing Preparations. 

Example 1 

Pr, para .i ftn f ,ffKV3-(6-^ inn pvridin-3-vlVN-methvl-N-(l -methyl- ltf-indol-2- 
ylme.th Ynacrvlamide 

EDC (0.70 g, 3 7 mmole) was added to a solution of (E)-3-(6-aminopyridin-3- 
yl)acrylic acid (0.61 g, 3.7 mmole), l-methyl-2-(methylaminomethyl)-l//-indole (0.65 g, 
^mmni,) HORt • HoO tO-50 g, 3.7 mmole), and triethylamine (0.52 mL, 3.7 mmole) in 



20 



25 



DMF (30 mL) at RT. The reaction was stirred overnight, then was concentrated in vacuo. 
30 The residue was diluted with 5% NaHC0 3 and extracted with CH 2 C1 2 . The combined 

organic extracts were washed with brine and dried over MgS0 4 . Flash chromatography on 
silica gel (3% MeOH/CH 2 CI 2 ) gave a colorless semisolid which was.triturated with Et 2 0 
and dried. The title compound (1.0 g, 83%) was obtained as a white solid: NMR (300 
MHz, CDC1 3 ) 8 8.20 (br s, 1 H). 7.45 - 7.70 (m, 3 H), 7.00 - 7.30 (m, 3 H). 6.69 (d, J = 15.4 
35 Hz, 1 H), 6.30 - 6.50 (m. 2 H). 4.89 (s, 2 H), 4.67 (br s, 2 H), 3.68 (s, 3 H), 3.01 (s. 3 H); 
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MS (ES) mfe 321 (M + H)+ Anal. Calcd for C 19 H 20 N 4 O • 0.40 H 2 G: C, 69.66; H, 6.40; 
N> 17.10. Found: C, 69.99; H, 6.27; N, 16.84. 

Example 2 

5 PssBaration * ffiVS C^aipjno pKgj^ mrf hyl-N-f 1 -mrthyl-1 H-indol-2- 
ylmftthvnac rvlamide 

EDC (218 mg, 1.14 mmole) was added to a solution of 4-aminocinnamic acid 
10 hydrochloride (220 mg. 1.10 mmole). l-methyl-2-( m ethylaminomethyl)-lH-indole (0.20 g. 
1 15 mmole), HOBt • H 2 0 (154 mg, L14 mmole), and triethylamine (0.20 mL, 1.43 
mmole) in DMF (20 mL) at RT. The reaction was stirred overnight, then was concentrated 
invacuo The residue was diluted with 5% NaHC0 3 and extracted with CH 2 C1 2 . The 
combined organic extracts were washed with brine (2 x 30 mL) and dried over M g S0 4 . 
1 5 Flash chromatography on silica gel (3% MeOH/CH 2 CI 2 ) gave the title compound (68 mg 
19%) as a yellow foam: »H '"NMR (360 MHz, DMSO-d 6 , 330K) 8 7.46 (d, J = 7.8 Hz, 1 H), 
7 42 (d J = 15.3 Hz, 1 H). 7.37 (d, J = 8.3 Hz. 1 H), 7.32 (d, J = 8.5 Hz, 2 H). 7.06 - 7.15 
(m 1 H). 6.94 - 7.03 (m. 1 H). 6.81 (d. J = 15.3 Hz. 1 H), 6.58 (d, J = 8.5 Hz, 2 H). 6.33 (s 
1 H) 5 25 (br s, 2 H), 4.85 (s, 2 H), 3.70 (s. 3 H), 3.02 (s, 3 H); MS (ES) «* 320 (M * H)-. 
20 Anal' Calcd for C 20 H 21 N 3 O • 0.20 H 2 G: C. 74.37; H. 6.68; N. 13.01. Found: C. 74.21; 
H.6.60;N. 12.80. 

' F.xample 3 

25 D i BaratiQD SUE! K.-^H V ,.N-n- m ethvl-lr/-indol-2- Y lme.hvl)-3-(pyridin-3- 
y1) acr ylamide 

EDe- ( 0 r 22- gy -l 14-mmole) was added to a solution of tmnJ-3-(3-pyridyl) acrylic 



acid (0 17 g. 1.14 mmole). l-methyl-2-(methylaminomethyl>lH-indole(0.20g, 1.15 
30 mmole), and HOBt- H 2 G (0.15 g. 111 mmole) in DMF (10 mL) at RT. The reaction was 
stirred overnight, then was concentrated in vacuo. The residue was diluted with 5% 
NaHC0 3 and extracted with CH 2 C1 2 . The combined organic extract were washed w.th 
brine and dried over MgS0 4 . Flash chromatography on silica gel (3% MeOH/CH 2 Cl 2 ) 
followed by preparative TLC (3% MeOH/CH 2 Cl 2 ) gave the title compound (0.14 g, 40ft) 
35 as a white solid: 1 H NMR (360 MHz, CDC1 3 ) indicated an approximately 8:1 m,xtureof 
amide rotamers; for the major rotamer: 5 8.79 (s, 1 H). 8.59 (d, J = 3.9 Hz. 1 H). 7.84 (d. J 
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= 7.6 Hz, 1 H), 7.76 (d, J = 15.5 Hz, 1 H), 7.59 (d, J = 7.8 Hz, 1 H), 7.38 - 7.48 (m, 2 H), 
7.19 - 7.27 (m, 1 H), 7.08 - 7.17 (m, 1 H), 6.98 (d, J = 15.5 Hz, 1 H), 6.51 (s, 1 H), 4.94 (s, 
2 H), 3.73 (s, 3 H), 3.09 (s, 3 H); MS (ES) m/e 306 (M + H)+ Anal. Calcd for 
C I 9H 1 9N 3 O 0 ? 20H2O: C, 73.86; H, 6.33; N, 13.60. Found: C, 73.52; H, 6.32; N, 13.43. 

5 

Example 4 

Preparation of (Ey3-(6-aminopvridin-3-vlVN-methvl-N-n -methyl- l//-indazoi-3- 
ylmethvOacrylamide 

a) (E)-3-(6-Aminppyridin-3-yl>N-methyl-N-(l -methyl- 1 //-indazol-3-ylmethyl)acrylarnide 

EDC (230 mg, 1.2 mmole) was added to a solution (E)-3-(6-aminopyridin-3- 
yl)acrylic acid (164 mg, 1.0 mmole), l-methyl-3-(methylaminomethyl)-l//-indazole (210 
mg, 1.2 mmole), HOBt • H2O (162 mg, 1.2 mmole), and Et^N (0.28 mL, 2.0 mmole) in dry 
15 DMF (5 mL) at RT. After 18 hr the mixture was concentrated. Flash chromatography on 
silica gel (5% EtOH/EtOAc) gave the title compound (238 mg, 74%) as a white foam: *H 
NMR (400 MHz, CDCI3) 5 8.24 (m, 1 H). 7.90 (m, 1 H), 7.65 (m, 2 H), 7.35 (m, 2 H), 7.09 
(m, 1 H), 6.73 (m, 1 H), 6.50 (m, 1 H), 5.04 (s, 2 H), 4.83 (bs, 2 H), 4.04 (s, 3 H), 3.10 (s, 3 
H); MS (ES) m/e 322 (M + H) + . 

20 

Example 5 

Preparation of (EV3-(3.4-dihvdro-2//-pvridof 3.2-frl- 1 .4-oxazin-7-vl )-N-methvl-N-.( 1 - 
methyl- 1 //-indoI-2-ylmethy0acrylamide 

25 

a) (E)-3-(3,4-Dihydro-2//-pyrido[3,2-fc][ 1 ,4 ]oxazin-7-yl)-N-methyl-N-(l -methyl- \H- 
indol-2-ylmethyl)acrylamide 

... EDC (230 mg, 1.2 mmole) was added to a solution (E)-3-(3,4-dihydro-2//- 
pyndo[3;2-^]-l74^oxazin-7-yl)acrylic-acid (206 mg— 1.0 mmole)— 1-methy 1-2 

30 (methylaminomethyl)-l //-indole (209 mg, 1 .2 mmole), HOBt • H2O (162 mg, 1.2 mmole), 
and Et3N (0.21 mL, 1 .5 mmole) in dry DMF (5 mL) at RT. After 18 hr the mixture was 
concentrated. Flash chromatography on silica gel (5% EtOH/EtO Ac) gave the title 
compound (238 mg, 66%) as a yellow solid: ! H NMR (400 MHz, d 6 -DMSO) 8 7.99-6.95 
(m, 8 H), 6.40 (s, 1 H), 4.82 (s, 2 H), 4. 1 1 (bs, 2 H), 3.72 (bs, 3 H), 3.67 (bs, 2 H), 3.08 (s, 3 

35 H); for minor rotomer 5 6. 15 (s, 1 H), 5.02 (s, 2 H), 2.96 (s, 3 H); MS (ES) m/e 363 (M + 
H)+. 
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Example 6 

Pr oration ofjElj^inj ali y^^ 
5 I S-naohthvridin-3-vl^acrvlamide 

a) (E)-N-Methyl-N-[(l-methyl-l«-indol-2-ylmethyl)]-3-(5,6.7,8-tetrahydro-l,8- 
naphthyridin-3-yl)acrylamide 

EDC (203 mg, 1.06 mmole) was added to a solution (E)-3-(5,6,7,8-tetrahydr6-l,8- 

10 naphthyridin-3-yl)acryIic acid (180 mg, 0.88 mmole), l-methyl-2-(methylaminomethyl)- 
1 //-indole (185 mg. 1.06 mmole). HOBt • H 2 0 (143 mg. 1.06 mmole). and Et 3 N (0.31 mL, 
2.2 mmole) in dry DMF (5 mL) at RT. After 18 hr the mixture was concentrated. Flash 
chromatography on silica gel (10% EtOH/EtOAc) gave the title compound (222 mg. 70%) 
as a yellow solid: ! H NMR (400 MHz, DMSO-d 6 ) 5 7.99-6.82 (m, 8 H). 6.40 (s, 1 H). 4.82 

15 (s. 2 H). 3.67 (m.2H). 3.29 (m, 3 H), 3.07 (m. 3 H), 2.73 (m. 2 H). 1.77 (m, 2 H); for 
minor rotomer 5 6. 16 (s. 1 H). 5.00 (s. 2 H); MS (ES) m/e 361 (M + H)+. 

Example 7 

20 Pre paration of fFA-3-(6-amip n pvridin.3-vn-N-methyl-N-(thienof2,3-f>1thiophen-2- 
ylmethvnacrvlamide 

a) (E)-3-(6-Aminopyridin-3-yl)-N-methyl-N-(thieno[2,3-fc]thiophen-2- 
ylmethyl)acrylamide 

25 EDC (230 mg, 1 .2 mmole) was added to a solution (E)-3-(6-aminopyridin-3- 

yl)acrylic acid (164 mg, 1.0 mmole). 2-(methylaminomethyl)thienot2,3-fe]thiophene (220 
mg. 1.2 mmole), HOBt • H 2 0 (162 mg, 1.2 mmole), and Et 3 N (0.35 mL, 23 mmole) in dry 

DMF (5 mLI at RT. After 18 hr the mixture was concentrated. Flash chromatograph y on 

silica gel (5% EtOH/EtOAc) gave the title compound (138 mg, 42%) as a tan solid: >H 
30 NMR (400 MHz, d^-DMSO) 5 8.15 (d, J = 2.0 Hz, 1 H), 7.84 (bs, 1 H). 7.57 (d. J = 5.2 Hz, 
1 H). 7.43 (d, J = 15.2 Hz, 1 H), 7.27 (m. 2 H), 6.44 (m, 2 H), 4.75 (s, 2 H), 3.13 (s ; 3 H); 
for minor rotomer 6 5.00 (s, 2 H), 2.95 (s, 3 H); MS (ES) m/e 330 (M, + H)+. 
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Example 8 

Preparation of (E^3-r6-aminopvridin-3«vn-N-methvl-N-fthienor3.2>£?1thiophen-2-» 
vlmethvDacrvlamide 

5 ' 

a) (E)-3-(6^Aminopyridin-3-yI^ 
y 1 methy l)acry lamide 

EDC (230 mg, 1.2 mmole) was added to a solution (E)-3-(6-aminopyridin-3- 
yl)acry1ic acid (164 mg, 1 .0 mmole), 2-(methylaminomethyl)thieno[3,2 -Z?]thiophene (220 

10 mg, 1.2 mmole), HOBt • H2O (162 mg, 1.2 mmole), and Et3N (0.35 mL, 2.5 mmole) in dry 
DMF (5 mL) at RT. After 18 hr the mixture was diluted with H2O and extracted with 
EtOAc,(3x). The combined organic layers were dried (MgS04) and concentrated. The 
solid was taken up in 1:1 MeOH/^O and filtered. The filtrate was concentrated to 
approximately 1/3 volume. The precipitate was collected by filtration, washed with H2O, 

15 and dried in vacuo to afford the title compound (139 mg, 42%) as a light tan solid: *H 

NMR (400 MHz, d^-DMSO) 5 8.15 (d, J = 2.0 Hz, 1 H), 7.83 (bd, 1 H), 7.61 (^ J = 5.2 Hz, 

1 H), 7.40 (m, 3 H), 6.45 (m, 2 H), 4.75 (s, 2 H), 3.13 (s, 3 H); for minor rotomer 5 5.00 (s, 

2 H), 2.95 (s, 3 H); MS (ES) m/e 330 (M + H)+ 

20 Example 9 

Preparation of rEV3'G//-imidazof4 % 5^1pvridin-6-vlVN>methvl-N-n -methyl- l//-inddl-2- 
ylmethyDacrvlamide 

25 a) (E)-3-(3//-Imidazo[4,5-Z?]pyridin.6-yl)-N-methyl-N-(l -methy 1-1 //-indol-2- 
yl methy I)acry lamide 

EDC (230 mg, 1.2 mmole) was added to a solution (E)-3-(3//-imidazo[4,5- 
6]pyridin-6-yl)acrylic acid (189 mg, 1.0 mmole), 1 -methyl-2-(methylaminomethyl)- IH- 

— indole (209-mg,-l . 2 mmole).-HQBt_^H20-(162_mg>_1.2,mmole)._and Et 3 N (0.28 mL. 2.0 

30 mmole) in dry DMF (5 mL) at RT. After 18 hr the mixture was diluted with H2O. The 
title compound (193 mg, 56%) was collected as a white solid by filtration, washed with 
H 2 0, and dried in vacuo: *H NMR (400 MHz, d 6 -DMSO) 8 8.72 (s, 1 H), 8.50 (s, 2 H), 
7.68 (d, J = 15.4 Hz, 1 H), 7.45 (m, 3 H), 7.13 (m, 1 H), 7.01 (m, 1 H)?6.43 (s, 1 H), 4.87 
(s, 2 H), 3.70 (s, 3 H), 3.15 (s, 3 H); for minor rotomer 5 8.68 (s, 1 H), 8.47 (s, 2 H), 6.19 (s, 

35 1 H), 5.10 (s, 2 H), 3.74 (s, 3 H), 3.01 (s, 3 H); MS (ES> m/e 346 (M + H)+ 
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Example 10 

Pre paration of (Efc : 2 = £6 I ai^ 
S.vlmethvnacrvlamide 

5 

a) (E)-3-(6-Aminopyridin-3-yl^ 
ylmethyl)acrylamide 

EDC (1 32 mg, 0.69 mmole) was added to a solution (E)-3-(6-aminopyridin-3- 
y!)acrylic acid (95 mg, 6.58 mmole), 6-methyl-5-(methylaminomethyl)-6i/-thieno[2,3^. 

10 fc]pyrrole (142 mg, 0.69 mmole), HOBt • H 2 0 (93 mg, 0.69 mmole), and Et 3 N (6.16 rriL, 
116 mmole) in dry DMF (3 mL) at RT. After 1 8 hr the mixture was diluted with H 2 0 and 
extracted with EtOAc (3x j. The combined organic layers were dried (MgSC>4) and 
concentrated. The residue was taken up in MeOH and collected by filtration to give the 
title compound (65 mg, 34%) as a yellow solid: *H NMR (400 MHzVd 6 -DMSO) 8 8.15 (s, 

15 1 H), 7.81 (d, J = 8.1 Hz, 1 H), 7.43 (d, J = 15.2 Hz, 1 H), 6.96 (m, 2 H), 6.43 (m, 3 H), 4.70 
(s, 2 H), 3.61 (s, 3 H), 3.00 (s, 3 H); for minor rotomer 5 4.87 (s, 2 H), 2.90 (s, 3 H); MS 
(ES) m/e 327 (M + H) + . 



20 



Example 1 1 



Preparation of (EV3-(2-aminopvrimidin- 5-vl VN-methvl-N-( 1 -methyl- 1 f/-indol-2- 
ylmethvhacrvlamide 

According to the procedure of Example 1, except substituting (E)-3-(2- 
25 aminopyrimidin-5-y l)acrylic acid (0.50 g, 3.0 mmole) for (E)-3-(6-aminopyridiri-3- 

yl)acrylic acid, the title compound (0.86 g, 89%) was prepared as an off-white solid: MS 
(ES) m/e 322 (M + H)+ 



Example 12 



30 



Preparation of (EV3-(6-aminopvridin-3>v n-N-fbenzof^lthiophen-2-vlmethYiyN- 
methvlacrvlamide _ 

According to the procedure of Example 1, except substituting 2- 
35 (methylaminomethyl)benzo[fc]thiophene (0.47 g, 2.68 mmole) for l-methyl-2- 
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(memylaminomethyl)indole, the title compound (0.71 g, 91%) was prepared as an off-white 
solid: MS (ES) m/e 324 (M + H) + - 

Example 13 

Proration of ( EWW 6- am ino b vrirtin.3-vn-N.methvl-N.f 1 -methyl- 1 W-indol-2-vlmethyl)- 
?-hutenamide 



According to the procedure of Example 1, except substituting (E)-3-(6- 
10 aminopyridin-3-yl)-2-methylacrylic acid (0.40 g. 2.24 mmoje) for (E)-3-(6-aminqpyridin-3- 
yOacrylic acid, the title compound (6.65 g, 87%) was prepared as an off-white solid: MS 
(ES) m/e 335 (M + H) + . 



15 



25 



Example 14 

Pre paration of rF.V^.r6- a mino . ^-mP.thvlnvridin-3-vl)-N-methyl-N-( 1 -methyl-1 W-indol,2- 
vlmethvDacrvlamide 



According to the procedure of Example 1, except substituting (E)-3-(6-amino-2- 
20 methyIpyridin-3-yl)acrylic acid (0.40 g, 2.24 himole) for (E)-3-(6-aminopyridin-3- 

yl)acrylic acid, the title compound (0.70 g, 94%) was prepared as an off-white solid: MS 
(ES) m/e 335 (M + H)+. 



Example 15 

Pre paration of fF.vvr6- a mino- 5 -mPfhvlnvridin-3-vl)-N-methYl-N-(1 -methyl- 1 tf-indol-2- 
ylmethvnacrvl amide 



According to the procedure of Example 1 , except substituting (E)-3-(6-amino-5- 
30 methylpyridin-3-y Oacrylic acid ( 1 -00 g, 5.62 mmole) for (E)-3-(6-aminopy ridin-3- 

yOacrylic acid, the title compound (1.78 g, 95%) was prepared as an off-white solid: MS 
(ES) m/e 335 (M + H) + . ■- 
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Example 16 

Pre paration of fP yuf fi- g r»tvla m ino^vridin-3-vn-N-methYl-N-f 1 -methyl- 1 W-indol-2- 
vlmethvl'tacrvlamide 

5 

To a stirred suspension of (E>3*(6,aminopyridin-3-y l)-N-methyl-N-[( 1-methyl- 
l//-indol-2-yl)methyl)acrylamide (0.50 g, 1 .56 mmole) and NaHC0 3 (0.5 1 g, 6.09 mmole) 
in THF (75 mL) was added acetic anhydride (0.38 g, 3.74 mmole). The reaction was heated 
at reflux for 24 hrs and then concentrated. The remaining residue was extracted with 
10 EtOAc and purified on silica gel (95:5 CHCI3/CH3OH) to give the title compound (0.54 g, 
96 %) as an off-white solid: MS (ES) m/e 363 (M + H) + . 

Example 17 

15 Pre paration of ( F V^-C6- a mino- < i-m e thvlDvridi n - 3 -v l) - N-(ben 7.orfc1thiophen-2-YlmethYl)-N- 
methvlacrvlamide 

According to the procedure of Example 1 , except substituting (E)-3-(6-amino-S- 
methylpyridin-3-yl)acrylic acid (0.40 g, 2.24 mmole) for (E)-3-(6-aminopyridin-3- 
20 yl)acrylic acid, and substituting 2-(methylaminomethyl)benzo[fe]thiophene (0.44 g, 2.47 

mmole) for l- m ethyl-2-(methylaminomethyl)indole, the title compound (0.69 g, 91%) was 
prepared as an off-white solid: MS (ES) m/e 338 (M + H) + . 



25 



Fxample 18 

Pr oration of ^3-^6-amino - 'i-m ft thvlDvridin-3-vlVN-methYl-N-(na P hthalen-2- 
vlmethvnacrvlamide 



According to the procedure of Example 1. except substituting (E)-3-(6-amino^5- 
30 methylpyridin-3-yl)acrylic acid (0.40 g, 2.24 mmole) for (E)-3-(6-aminopyridin-3- 

yl)acrylic acid, and substituting 2-(methylaminomethyl)naphthalene (0.42 g, 2.47 mmole) 
for l-methyl-2-(methylaminomethyl)indole. the title compound (0.65_g, 87%) was prepared 
as an off-white solid: MS (ES) m/e 332 (M + H) + . 
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Fxamole 19 



.r.othvl-N-a -^'hvl-1//- 



ir ^i.?.vlmethvl ) acrylamide 

/ „fF* a mole 16 except substituting (E)-3-(6-amino-5- 

„ , ^^ZX^^^^^ (0 ' 47 8 - 14 

methylpyndin-3-yi>N metnyi rn-methvl-l«-indol-2- 

yOmethyllacrylanV.de. the tit.e compound (0.49 g, 93%) was p P 
MS(ES)m/e377(M + H) + . 

P.Tcam ple 20 



15 



20 



25 



30 



in ^^.-7- Y lmftthvnac.rv tamide 

^^^^^^^^^ MS 
y l)acrylic acid, the title compound (0.56 g, 77 to) p v 

(ES)m/«351 (M + H) + . 

Fvample 21 

tetrahyjire^^ 

To a solut ion of at 5 *C was 

Potion 1. and famine (1.4 mL, solution .as 

addedacryloy.ch.oride(0.41mL,4.9 5 mmoe. Mte ^5m - ^ ^ 

poured onto H 2 G and the layers were separated. P ^ 

Na 2 S0 4 and concentrated to afford the title compound as a yellow 
directly without further purification. 
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b) (E)-N-MeAyI-N-(l-inethyl-lW-indoI-2-yIincthyl^ 
naphthyridin-3-yl)acrylamide 

According to the procedure of Preparation 2 (a), except substituting N-methyl-N- 
(l-methyMf/-indol-2-yImethyl)acrylamide (0.90 g, 3.96 mmole) for benzyl acrylate, and 
substituting 6-bromo-3 > 4-dihydro-l//-I,8-naphthyridin-2-one (0.60 g, 2.64 mmole) for 2- 
amino-5-bromopyridine, the title compound (0.85 g, 86%) was prepared as an off-white 
solid: MS (ES) m/e 375 (M + H)+ 

Example 22 

Preparation of rHV3-r6-amino>54Q-hv droxvethvlamino>carbonvnpvridin-3^ylVN-(l> 
methvl- 1 r7-ipdol-2-vlmethvl VN-meth vlacrvlamide 

According to the procedure of Example 1, except substituting (E)-3-[6-amino-5- 
1 5 [(2-hydroxyethylamino)carbonyl]pyridin-3-y ljacryltc acid (1 .35 g, 5.4 mmole) for (E)-3-(6- 
aminopyridin-3-yl)acrylic acid, the title compound (1.95 g, 89%) was prepared as an off- 
white solid: MS (ES) m/e 408 (M + H)+ 



10 



20 



Example 23 

Preparation of mVN-methvUN>n-methvl-lf/-indoN2 -vlmethvlV3-< f 3^methyl-2.oxo- 
1.23.4-tetrahvdroovridor2.3-dlDvri midin-6-vnacrv1amide 



a) N-Methy l-N-( 1 -methyl- 1 //-indol-2-y lmethyi)acry lamide 
25 To a solution of l-methyI-2-(methylaminomethyl)indole (0.96 g, 5.5 mmole), from 
Preparation 1, and triethylamine (1.54 mL, 11.0 mmole) in CH 2 C1 2 (50 mL) at 5 °C was 
added acryloyl chloride (0.48 mL, 6.0 mmole). After 45 min, the reaction solution was 
poured-onto-H20 and the la yers were separated. The organic phase was dried over 



Na2S04 arid concentrated to afford the title compound as a yellow oil. This was used 
30 directly without further purification. 

b) (E)-N-Methyl-N-( 1 -methyl- 1 //-indol-2-y Imethy l)-3-(3-methy l-2-*xo- 1 ,2,3,4- 
tetrahydropyrido[2,3-d]pyrimidin-6-yl)acrylamide 

According to the procedure of Preparation 2 (a), except substituting N-methyl-N- 
35 (1 -methyl- l//-indol-2-y Imethy l)acrylamide (1.25 g, 5.5 mmole) for benzyl acrylate, and 
substituting 6-bromo-3-methyl-3,4-dihydro-l//-pyrido[2,3-J]pyrimidin-2-one (0.80 g, 3.3 
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mmole) for 2-amino-5-bromopyridine, the title compound (0.62 g, 49%) was prepared as an 
off-white solid: MS (ES) m/e 390 (M + H) + . 

Example 24 

5 

Pre BaratioiLofXE^ 
'S-vlmethvnacrvlamide 

According to the procedure of Example of 1, except substituting 4-methyl-5- 
10 (methylaminomethyl)-4H-thieno[3,2-£>]pyrrole (0.60 g, 3.3 mmole) for l-methyl-2- 

(methylaminomethyl)indole, the title compound (0.90 g, 92%) was prepared as ah Off-white 
solid: MS (ES) m/e 321 (M + H)+. 



15 



Example 26 

P^ ra r a tinnnfiEV3-ffi - a mino pvridi n -Vvn-N-methvl-N-(3-methYl-l//-inden-2- 
vlmethvDacrvlamide 

EDC (0.383 g, 2.0 mmole) was added to a solution of (E)-3-(6-aminopyridin-3- 
20 yl)acrylic acid (0.328 g, 2.6 mmole), 3-methyl-2-(methylaminomethyl)indene 

hydrochloride (0.420 g, 2.0 mmole), HOBt • H 2 0 (0.306 g, 2.0 mmole); and triethylamine 
(0.57 mL, 4.0 mmole) in anhydrous DMF (18 mL) at RT. The reaction was stirred 
overnight and concentrated in vacuo. The residue Was diluted with 5% NaHC0 3 and 
extracted with CH 2 C1 2 . The combined organic extracts were washed with brine and dried 
25 over MgS0 4 . Flash chromatography on silica gel (3% MeOH/ CH 2 Cl2) gave the title 

compound (0.33 g, 52%) as a colorless solid: MS (ES) m/e 320.2 (M + H)+. Anal. Calcd 
for C 20 H 21 N 3 O • 0.4 H 2 0: C, 73.57; H, 6.72; N, 12.86. Found: C, 73.94; H, 6.92; N, 
12^50. ' 



30 Example 27 

Pr. pa r a tinn of fEV3-f6-a m inonvridin-3- v n-N.r 1 A/-inden-2-vlmeth Y i>-N-methylacrYlamide 

According to the procedure in Example 26, except substituting 2- 
35 . (methylaminomethyOindene hydrochloride for 3-methyl-2-(methylaminomethyl)indene 
hydrochloride, the title compound (0.23 g, 38%) was obtained as an off-white solid: MS 
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(ES)m/e 306.2 (M + H)+. Anal. Calcd for C 19 H 19 N30 • 0.125 H 2 0: C, 74.18; H, 6.30; N, 
13.64. Found: C,74.21;H, 6.25; N, 13.27. * ' « 

Example 28 

5 

Preparation of (EV3^6-aminopvridin-3-vlVN-(4-methoxv-l-methvl- l//-indol-2-ylmethvn- 
N-methvlacrvlamide 

' " , • •• ..." 1 

According to the procedure in Example 26, except substituting 4-methoxy-l- 
10 methyN2r(methylaminomethyl)- l//-indole hydrochloride for 3-rhethyl-2- 

(rnethylaminomethyl)indene hydrochloride, the title compound (0.1 15 g, 68%) was 
obtained as an off white solid: MS (ES) m/e 351 .2 (M + H)+ Anal. Calcd for 

C 2 oH22 N 4°2 : c » 68 - 55 ; H » 632 > N > 1598 ' Found: C ' 6 * 15; H * 6 33; N < 15 - 7 ^ 
15 Example 29 

Preparation of (EVS^^facetvlamino^PvridinO-vlVN-methvl-N-fS-methvl- 1 f/-iriden-2- 
vlmethvDacrvlamide 

20 To a solution of (E)-3^[6-aminopyridin-3-yl]-N-methyl-N-(3-methyl- l#-inden-2- 

yirnethy l)acrylamide (0. 1 59 g, 0.5 mmole), from Example 26, in anhydrous THF (20 mL) 
was added NaHC03 (0.126 g, 1.5 mmole) followed by acetic anhydride (0.153 g, 0.15 
mmole). The mixture was heated at reflux for 40 hr, then was concentrated under vacuum. 
The residue was partitioned between H2O and EtOAc, and the organic layer was dried over 

25 MgSC>4, filtered and concentrated. The residue was triturated with diethyl ether to give the 
title compound (0.135 g, 74.8%) as an off-white solid: MS (ES) m/e 362.2 (M + H) + . 
Anal. Calcd for C22H23N3O2 0.25 H 2 0: C, 72.20; H, 6.47; N, 11.47. Found: C, 72.42; H, 
6.45; N, 11.07. 
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Examp le 30 

Preparation of (E>-3-(6-aminopvridin-3-vn-N-( 1 .4-dimethvl- 1 //-indoI-2-vlmethvn-N- 
methvfacrvlamide 

5 

. According to the procedure in Example 26, except substituting 1 ,4-dimethyI-2- 
(methylaminomethyl)-I//Mndole hydrochloride for 3-methyl-2-(methylaminomethyI> 
indene hydrochloride, the title compound (0.088 g, 52.7%) was obtained as an off white 
solid: MS (ES) m/e 335.2 (M + H)+ Anal. Calcd for C20H22N4O - 0.125 H 2 Or C, 71.35; 
10 H, 6.66; N. 16.64. Found: C, 71.23; H, 6.65; N, 16.67. 



Example 31 

Preparation of (E)-N>met hvl-N-(3-methvM//>inden-2-vlmethvlV3-(7-oxo«5.6.7.8- . 
15 tetrahvdro>1.8>naphthvridin-3-vnacrvlamide 

a) N-Methyl-N-(3-methyl-l//-inden-2-ylmethyl)-acryIamide 

To a solution of 3-methyl-2-(methyIaminomethyl)indene hydrochloride (0. 132 g, 
0.63 mmole), from Preparation 19 v and triethylamine (0.19 g, 1.89 mmole) in CH2CI2 (6 
20 mL) at 0 °C was added a solution of acryloyl chloride ( 0.06 mL, 0. 7 mmole) in CH2CI2 (2 
mL). The reaction was stirred at 0 °C for 1 hr, then was poured into water. The layers were 
separated, and the organic layer was washed with brine, dried over Mg SO4 and 
concentrated in vacuo to yield the title compound (0.145 g, quantitative) as an oily solid: 
MS (ES) m/e 228.2 (M + H)+. 

25 

b) (E)-N-Methyl-N-(3-methy 1- 1 //-inden>2-yImethyl)-3-(7-oxo-5,6,7,8-tetrahydro- 1,8- 
naphthyridin-3-yl)acryIamide 

A mixture of 6-bromo-3,4-dihydro-l//-K8-naphthyridin-2-one (0.096 g, 0.42 
—mmqle) r from Preparation ! 5 r ^^ 

30 (0.141 g, 0.62 mmole) in propionitrile (10 mL) was treated with (/-Pr^NEt (0.15 mL, 0.08 
mmole), palladium acetate (0.014 g, 0.062 mmole), and (<?-tolyl)3P (0.025 g, 0.08 mmole), 
and the resulting mixture was heated at gentle reflux. After 18 hr, the reaction was cooled, 
filtered through celite®, and concentrated. Flash chromatography on silica gel (2% 
MeOH/CH 2 Cl 2 ) gave the title compound (0.06 g, 41%) as a glassy solid: MS (ES) m/e 

35 374.2 (M + H)+. Anal. Calcd for C23H23N3O2 • 1.25 H 2 0: C, 69.76; H, 6.41; N, 10.61. 
Found: C, 69.86; H, 6.67; N, 10.51. 
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Example 32 

Preparation of (EV3-(6-aminopvridin-3-vl)-N-( 1 -methyl- 1 /y-indol-2-vlmethvl VN- 
5 propvlacrvlamide 

According to the procedure of Example l t except substituting Kmethyl-2- • 
(propylaminomethyl)-l//-indole (0.2 g,l mmole) for l-methyl-2-(methyIaminomethyl)-lf/- 
indole, the title compound. (0.14 g, 40%) was prepared as a white solid: MS (ES) m/e 349 
10 (M + H)+ 

Example 33 

Preparation of (EV3-(6-amihopvridin-3-vlVN-(5-fluoro-l-m^ 
15 methyl acrvlamide 

According to the procedure of Example 1 , except substituting 5-fluoro-2^ 
(methylaminomethyl)- 1 //-indole (0.192 g, 1 mmole) for l-methyl-2-(methyIaminomethyI)- 
l//-indole t the title compound (0. 1 g, 30%) was prepared as a white solid : MS (ES) m/e 
20 339(M + H)+. 

Example 34 

Preparation of (Ey-3-(6-aminopvridin-3- vl VN-methy l-N-(naphthalen- 1 - 
25 vlmethvDacrvlamide 

According to the procedure of Example 1, except substituting N-methyl-1- 
(methylaminomethyl)naphthalene hydrochloride (0.2 g, 1 mmole) for l-methyl-2- 
"(methyiarninometriyl)^ compound (0:09 g; 28%) was prepared as a white 

30 solid: MS (ES) m/e 318 (M + H)+ 
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Example 35 

Prepjaraiionoil E I^^ 
methvlacrvlamide 

5 

According to the procedure of Example 1, except substituting 2-(methylamino 
methyDbenzofuran (0.17 g, 1 . 1 mmole) for l-methyl-2-(methylaminomethyl)- l//-indo|e, 
the title compound (0.10 g, 30%) was prepared as a white solid: MS (ES) m/e 308 (M + 
H)+. 

10 

Example 36 

Pre paration of f EVN-rP^hvl-3-r6-i'm P thvl a mino')pvridin-3-vn-N-( 1-methyl-l W-indol-2- 
vlmethvnacrvlamide 

According to the procedure of Example 1, except substituting (E>3-[6- 
(methylamino)pyridin-3-yl]acrylic acid (0.15 g, 0.84 mmole) for (E)O-(6-amin0pyridin-3- 
yl)acrylic acid, the title compound (0.1 g. 37%) was prepared as a white solid: MS (ES) 
m/e 335 (M + H) + . 

20 

Example 37 

Proration of t EV3-16-Mimethvlami no Yvridin-3-vn-N-rnethyl-N-( 1 -methyl- 1 ff-indol-2- 
vlmethvnacrvlamide 

25 

According to the procedure of Example 1 .. except substituting (E)-3-[6- 
(dimethylamino)pyridin-3-yl]acry lie acid (0.20 g, 1 .0 mmole) for (E)-3-(6-amiriopyridin-3- 
yDacrylic acid, the title compound (0.22 g, 63%) was prepared as a white solid: MS (ES) 
m/e 349 (M + H)+. 

30 
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Example 38 

Preparation of (EV3^6>aminopvridin-3>vlVN-cvc lopropvl>N-( 1-methvl-l //-indol-2- 
vlmethvnacrvlamide 

5 

According to the procedure of Example 1, except substituting 2- 
(cyclopropylamino)- 1 -methyl- 1 //-indole (0.22 g, 1.1 mmole) for l-methyl-2- 
(methylaminomethyl)-l //-indole, the title compound (0.154 g, 53%) was prepared as a 
white solid: MS (ES) m/e 347 (M + H) + . 

10 

Example 39 

Preparation of (E>-3-(6-aminopvridin-3-vlVN-methvl-N>(quinolin>3-vlmethvnacrvlamide 

15 According to the procedure of Example 1, except substituting 3- 

(methylaminomethyl)quinoline (0.172 g, 1 mmole) for l-methyl-2-(methyIaminomethyl)- 
l//-indole t the title compound (0.100 g, 31%) was prepared as a white solid: MS (ES) m/e 
319(M + H) + . 

20 Example 40 

Preparation of (EVN-meth vl-N-(l -methyl- l//-indol-2- vlmeth vlV3-(6-meth vlpvridine-3- 
yDacrvl amide 

25 According to the procedure of Example 1, except substituting (E)-3-(6- 

methylpyridin-3^yl)acrylic acid (0,18 g, 1.1 mmole) for (E)-3-(6-aminopyridin-3-yl)acry lie 
acid, the title compound (0.1 1 g, 31%) was prepared as a white solid: MS (ES) m/e 320 (M 
+ H)+ 
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Example 4 1 

Preparation of (EVN-methvl-N-C 1 -methvl- 1 //-indol-2-vrmethvlV3-r6-(2- 
oxopropvlamino')pvridin-3-vnacrvlamide 

5 . . . . . 

To a solution of (E)-3-(6-aminopyridin-3-yl)-N-methyl-N-(l -methyl- l//-indol-2- 
ylmethyl)acrylamide (0. 12 g, 0.32 mmol), from Example 1, in DMF (1 mL) was added 
NaH (14 mg, 60% dispersion in oil, 0.35 mmol) and l-bromo-2 t 2-dimethoxy;propane (0.05 
mL, 0.37 mmoi). After 18 h at RT, the reaction was complete by TLC analysts. The 

10 solvent was removed under vacuum and the residue was purified by reverse phase 

preparative HPLC (YMC CombiPrep® ODS-A, 10% to 90% CH 3 CN/H 2 0 + ''OA % TFA) to 
give the title compound (1 1 .6 mg) as a pale yellow oil: *H NMR (400 MHz, MeOH-d4, 
2: 1 mixture of rotamers, minor rotamer in italics) 5 9.28 and 9.22 (s, 1 H), 8.60 and 8.52 (s, 
I H), 8.25 and 8J5 (d, 1 H), 7.68 (d, J » 16 Hz, 1 H), 7.50 (m, 1 H), 7.35 (m, 3 H), 7.15 (m, 

15 I H), 7.02 (m, 1 H), 6.55 and 6.25 (s, 1 H), 5.05 and 4.95 (s, 2 H), 3.72 and 3.68 (s, 3 H), 
3.50 and 3.48 (s, 3 H), 3.35 (s, 2 H), 3. 15 and 3 JO (s, 3 H). MS (ES+) m/e 376.3 ( M + 
H)+. Unreacted (E)-3-(6-aminopyridin-3-yi)-N-methyl-N-(l -methyl- l//-indol-2- 
ylmethyl)acrylamide (68 mg) was also recovered. 

20 Example 42 

Preparation of (EV3-(6-aminopvridin-3-vlVN-fl//-indol-2-vl methvl VN-methvlacrvlamide 

EDC (0.30 g, 1.58 mmole) was added to a solution of 3-(6-aminopyridih-3- 
25 y!)acrylic acid (0.26 g, 1 .58 mmole), 2-(methylaminomethyl)-l //-indole (0.23 g, 1.43 
mmple), HOBt • H2O (0.21 g, 1.58 mmole) and diisopropylethylarriine (0.51 mL, 2.86 
mmole) in DMF (20 mL) at RT. The reaction was stirred overnight, then was concentrated 
— in-vacuo.-The residue was diluted-With-Water„and_extracted_with_ethyl_acetate. The 



combined organic extracts were washed with brine and dried over Na2SC>4. Flash 
30 chromatography on silica gel (10% MeOH/CHCl3) gave the title compound (0.30 g, 68%) 
as a light yellow solid: MS (ES) m/e 307 (M + H)+ 
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Example 43 

Preparation of fEV3>r6-aminopvridin>3-vlVN-n-ethvl>l//-indol-2>vlrnethyiyN> 
methvlacrvlamide 

5 

EDC (0.84 g, 4.38 mmole) was added to a solution of 3-(6^aminopyridin-3- 
yl)acrylic acid (0.72 g, 4.38 mmole), l-ethyl-2Kmethylaminornethy])-l//.indole (0.75 g, 
3.98 mmole), HOBt • H2O (0.59 g, 4.38 mmole) and diisopropylethylamine (1 .40 mL, 7.96 
mmole) in DMF (30 rriL) at RT. The reaction was stirred overnight, then was concentrated 
10 in vacuo. The residue was diluted with water and extracted with ethyl acetate. The 
combined organic extracts were washed with brine and dried over Na2SC>4. Flash 
chromatography on silica gel (5% MeOH/CHCl3) gave the title compound (0.40 g, 30%) as 
a light tan solid: MS (ES) m/e 335 (M + H)+ 

15 Example 44 

Preparation of rE)-3-(6-aminopvridinO-vlVN>methvNN>fl>methvl-lH-indol-3- 
vlmethvDacrvlamide 

20 EDC (0.35 g, 1.89 mmole) was added to a solution of 3-(6-arninopyridin-3- 

yl)acrylic acid (0.31 g, 1.89 mmole), 1 -methyl-3-(methylaminomethyl)-l ^-indole (0.30 g, 
1 .72 mmole), HOBt • H 2 0 (0.24 g, 1.89 mmole) and diisopropylethylamine (0.60 mL, 3.44 
mmole) in DMF (20 mL) at RT. The reaction was stirred overnight, then was concentrated 
in vacuo. The residue was diluted with water and extracted with ethyl acetate. The 

25 combined organic extracts were washed with brine and dried over Na2SC>4. Flash 

chromatography on silica gel (5% MeOH/CHCl 3 ) gave the title compound (0.30 g, 55%) as 
a light yellow solid: MS (ES) m/e 321 (M + H)+. 



30 



Example-45 — — 

Preparation of fEV3-f6- (YEVbut-2-enovlamino)pvridin-^^^ 
indol-2-ylmethvDacrvlamide 



Crotonic anhydride (0.29 mL, 1.96 mmole) was added to a solution of (E)-3-(6- 
35 aminopyridin-3-yI)-N-methyl-N-(l -methyl- l//-indol-2-yimethyl)acrylamide (0.16 g, 0.49 
mmole) and sodium bicarbonate (0.20 g, 2.45 mmole) in THF (30 mL) at RT, and the 



-86- 



BNSDOCIO < WO 0 1 27 1 03A 1 _!_> 



r"-"' 



WO 01/27103 



PCT/US00/27844 



reaction was heated at reflux under nitrogen. After 48 hr. the reaction was concentrated ,n 
vacuo and the residue was diluted with water and extracted with ethyl acetate. The 
combined extracts were dried over Na 2 S0 4 and concentrated in vacuo to afford the utle 
compound (0.10 g. .53%) as a tan solid: MS (ES) m/e 389 (M * H)+: 

F.xample 46 



10 



15 



20 



25 



30 



Pr oration of p)-^-ffi-n.3- H ^"-l Vdihvdroisoindol-2- 
^,h Y l- 1 W .ind "'-^-v'^thvnacrvlamide 

Phthalic anhydride (0*1 g, 5 48 mmole) was added to a solution of (E>3-(6- 

mmole) and sodium bicarbonate (0.58 g, 6.85 mmole) in THF (70 mL) at RT, and the 
reaction was heated at reflux under nitrogen. After 48 hr. the reaction was concentrated ,n 
vacuo and the residue was purified by flash chromatography on silica 
The title compound (0.21 g, 33%) was obtained as a white solid: MS (ES) m/e 451 (M + 

H) + - 

Fx am ple 47 

*» P aration o f (EfcHfej^carbjo? 
1 W-inHnl-2-v l""» th Y 1 ) acrvlam ' de 

Phthalic anhydride (0.81 g, 5148 mmole) was added to a solution of (E)-3-(6- - 
anu no P yndin-3-y>)^^ 

mm ol!) and sodium bicarbonate (0.58 g, 6.85 mmole) in THF (70 mL) at RT, and the 
reaction was heated at reflux under nitrogen. After 48 hr. the reaction was concentrated m 

-^cW^d the residue-was-diluted-with-wate r and extracted with ethyl acetate. The . 

combined extracts were dried over Na 2 S0 4 and concentrated. Flash chromatography on 
silica gel (10% MeOH/CHCl 3 ) gave the title compound (0.10 g. 16%) as a hght yellow 
solid: MS (ES) m/e 469 (M + H)+ 
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Example 48 



10 



Pre paration of fFVN-Methv» -rJ-' 1 .meth vl- 1 /f-indol-2-vlme.thyi>3-f 6- 
fpropionvlamino^Dvrid in-^-vnacrvlainide 

Propionic anhydride (0.90 mL, 7.04 mmole) was added to a solution of (E)-3-(6- 
a m inopyridin-3-yI)-N-rnethyl-N-(l-methyl-lH-indol-2-y1methyl)acrylainide (0.56 g, 1.76 
mmole) and sodium bicarbonate (0.74 g, 8.8 mmole) in THF (40 mL) at RT, and the 
reaction was heated at reflux under nitrogen. After 48 hr, the reaction was concentrated in 
vacuo and the residue was diluted with water and extracted with ethyl acetate. The 
combined extracts were dried over Na 2 S0 4 and concentrated. Flash chromatography on 
silica gel (ethyl acetate) gave the title compound (0.35 g, 53%) as a white solid: MS (ES) 
m/e 377 (M + H) + . 



15 



Rxample 49 



20 



25 



Pr oration of (Fv^-f 6-f 3-Ethv l.^ P .id^ pvridin-3-vn-N-methyl-N-( 1 -methyl- 1 //-indol-2- 
ylmethvnacrvlamide 

Ethyl isocyanate (0. 1 3 mL, 1 .68 mmole) was added to a solution of (E)-3-(6- 
aminopyridin-3-yl)-N-methyl-N-(l-methyl-lf/-indol-2-ylmethyl)acryIamide (0.27 g,0.84 
mmole) and triethylamine (0.29 mL, 2.1 mmole) in DMF (30 mL) at RTv The reaction was 
stirred for 6 days, then was concentrated in vacuo, and the residue was diluted with water 
and extracted with ethyl acetate. The combined organic extracts were washed with brine, 
dried over Na 2 S0 4 , and concentrated. Flash chromatography on silica gel (ethyl acetate) 
gave the title compound (80 mg. 24%) as a light yellow solid: MS (ES) m/e 392 (M + H) + , 

Example 50 



30 Pre paration of (F)-N.methvl- N -r 1 -methvl- 1 //-indol-2-vlmeth Y l VH6-f3-methyl- 
ureido'tpvridin-S-vna crvlamide 

Methyl isocyanate (0. 1 8 mL, 3.05 mmole) was added to a solution of (E)-3-(6- 
aminopyridin-3-yl)-N-methyl-N-(l-methyl-l//-indol-2-ylmethyl)acrylamide (0.20 g, 0.61 
35 mmole) and triethylamine (0.17 mL, 1.22 mmole) in DMF (20 mL) at RT. The reaction 
was stirred for 5 days, then was concentrated in vacuo, and the residue was diluted with 
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water and extracted with ethyl acetate. The combined organic extracts were washed with 
brine, dried over Na 2 SC>4, and concentrated. Flash chromatography on silica gel (ethyl 
acetate) gave the title compound (0.10 g, 43%) as an off white solid: MS (ES) m/e 378 (M 
+ H)+ 

5 

Example 51 

Preparati on of rEV3-T6^(acetvlamino)pvridin-3- vll -N-meth vl-N-( 1 -methyl- 1 //-indol-3- 
vlmethvnacrvlamide 

10 : •'• : 

Acetic anhydride (0.12 mL, 1.24 mmole) was added to a solution of (E)-3-(6- . 
aminopyridin-3-yl)^N-(l^^ (0.10 g, 0.31 

mmole) and sodium bicarbonate (0. 13 g, L55 mmole) in THF (20 mL) at RT, and the 
reaction was heated at reflux under nitrogen. After 48 hr, the reaction was concentrated in 
15 vacuo and the residue was diluted with water and extracted with ethyl acetate. The 

combined extracts were dried over Na 2 S04 and concentrated. Flash chromatography on 
silica gel (ethyl acetate) gave the title compound (50 mg, 45%) as a white solid: MS (ES) 
m/e 363 (M + H)+. 

20 Example 52 

Preparation of (EV3>f6-aminopvridin-3>vlV2-methvl- N-methvl>N-n-methyl> iH-indol-2- 
vlmethvDacrvlamide 

25 To a stirred solution of (E)-3-(6-aminopyridin-3-y l)-2-methylacryUc acid HC1 salt 

(0.5 g, 2.3 mmole) in dry 1 : 1 DMF/CH 2 €l2 (30 mL) at RT was added 1-methy 1-2- 
(methylaminomethyt)indole (0.42 g, 2.4 mmole), HQBt • H 2 0 (0.32 g, 2.4 mmole), Et 3 N 
(0.66 mL, 4.7 mmole), and EDC (0.46 g, 2.4 mmole). After stirring for 24 hr the reaction 
was concen trated to rdrynessr^The residue was taken up in ethyl acetate and the solution 

30 was washed with H 2 0, dried (Na 2 S0 4 ), and concentrated under vacuum. Flash 

chromatography on silica gel (4% methanol/CHCl 3 ) followed by trituration with ethyl 
acetate/hexane gave the title compound (0.55 g, 75%) as an off-white solid: LCMS (ES) 
m/e 335.2 (M + H)+; l H NMR (300 MHz, DMSO-d 6 ) 8 7.96 (s, 1 H), 7.52 (d, J = 7.8 Hz, I 
H), 7.48 (dd, 1 H), 7.43 (d, J = 7.8 Hz, 1 H), 7.14 (t, 1 H), 7.03 (t, 1 H), 6.46 (d, J = 8.7 Hz, 

35 1 H), 6.43 (s, 1 H), 6.40 (s, 1 H), 6.17 (br s, 2 H). 
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Example 53 

ywrhynacrvlamide 

5 

According to the procedure of Example 52, except substituting 2-(6-aminopyndin- 
3-ylmethyl)acrylic acid HCl salt (0.50 g. 2.3 mmole) for (E)-3-(6-aminopyridin-3-yl)-2- 
methylacrylic acid HCl salt, the title compound (0.55 g, 75%) was prepared as an off-white 
solid following purification by flash chromatography on silica gel (4% methanol/CHCl 3 ): 
10 LCMS (ES) m/e 335.2 (M - H)+; >H NMR (300 MHz, DMSO-d 6 ) 6 7.75 (d, J = 2.0 Hz, 1 
H) 7.50 (d, J = 7.6 Hz. 1 H), 7.38 (d, J = 8,1 Hz, 1 H), 7.22 (dd, 1 H), 7.12 (t, 1 H), 7.01 (t, 
1 H), 6.40 (d, J = 8.4 Hz, 1 H),6.17(s, 1 H), 5.83 (br s, 2 H), 5.23 (s, 1 H),5.14(s, 1 H), 
4.73 (s, 2 H), 3.57 (s; 3 H), 3.36 (s, 2 H), 2.82 (s, 3 H). 

j5 Example 54 

Pr oration of (P^-Vr^ a minopv ridin - 3-yl)-N -mfth V l-N-fnaphthalen-2- ; . 
yimethvnacrvlamide 

20 To a stirred solution of (E)-3-(6-aminppyridin-3-yl)acrylic acid (0.30 g, 1 .8 mmole) 

in 1:1 DMF/CH 2 C1 2 (25 mL) was added 2-(methylaminomethyl)naphthalene (0.34 g, 2 
mmole). HOBt • H 2 0 (0.27 g, 2 mmole), Et 3 N (0,28 mL, 2 mmole). and EDC (0.38 g, 2 
mmole). After stirring at RT for 16 hr the reaction was concentrated under vacuum. The 
residue was taken up in ethyl acetate and the solution was washed with H 2 0. dried 

25 (Na 2 S0 4 ) and concentrated to dryness. Purification by flash chromatography on silica gel 
(4% methanol/CHCl 3 ), trituration with 1:1 ethyl acetate/hexane, filtration, and drying 
under vacuum gave the title compound (0.49 g. 81%) as an off-white solid: LCMS (ES) 
m/e 318.0 (M + H)+. 

30 Example 55 

Ptsparatjan ^ rFv3-f6. a mino.4. m e.thvlpvridin-3-vl)-N-meth Y l-N-(l -methyl- m-indol-2- 
ylmethvnacrvlamide 

35 To a stirred solution of (E)-3-(6-amino-4- m ethylpyridin-3-yl)acrylic acid HCl salt 

(0.70 g. 3.3 mmole) in 1:1 DMF/CH 2 C1 2 (30 mL) was added Et 3 N (0.42 mL. 3 mmole), 1- 
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m e, hyl - 2 -(n>eU,, l0 — hyOindole <0.50g. 2.9 mthble), HOBt ■ H 2 C (0.4. g.3 m m o,e>. 
m a £x (0.70 «. 3 mm o,e>, After storing a, RT for 16 hr the fe.ct.on ~ concentrated 
Tit vacL. The .esidoe « taken op in «h„ ace.,,, and fihered. The 4M. - 
washed with 1.0 N N. 2 C0 3 then with hrine. dried (N. 2 S0 4 ). andconcentntted onder 

, h . titie compound fO.74 g.74%) as a pale yeUow solid: IXMS (ES) m/fe 335.2 (M +*H) t 

; Exam ple 56 

,0 u-, ■ nmfr.nr . r ..r ^^^-^^d.«-mdo|.7-vi m e.hviVN- . ' 

m^thylacrvlamide 

To a stirred solution of l^dimethyl-MmethylaminomethyO-lH-indole (0.6 g, 3.2 
mmole) in 1:1 DMF/CH 2 C, 2 (25 mL) was added (^o-arninopyndin-S-yOacryhc aod 

LngatRTfor** 

chromatography on silica gel (3% methanol/CHCl 3 ) gave the utle compound (0.83 g. 83%) 
as an off-white solid: LClvlS (ES) m/e 335.4 (M + H) + . 

Example 57 

»f rF-V-N m .>i. Y i-M.f i.mrthvl-l//.in 

pY r.Hr>P2.3-<f1- ' ^-n» a 7in-6-vnacrylamide 

25 a) N-Methyl-N-(l-methyl-l/V-indol-2-ylmethyl)acrylamide ^ . 

To a stirred solution of l-methyl-2-(methylaminomethyl>l/V-.ndole (1.0 g. 5.7 
mmole).fromPreparation 1. and Et 3 N (0.9 n.L.6.4 mmole) in C* 2 C1 2 (50 mL) 0 C 
-was- a dded-dropwi S e-acryloyl-chloride,(0.51 mL, 6 mmole) over 5 nunutes. The reacuon 
was stirred at 0 -C for 1 hr, then was poured into ice water. The organic phase was 
30 separated, washed with brine, dried (MgS0 4 ). and concentrated to dryness to gtve the mle 
compound (1.19 g, 91%) as a yellow oi.. This was used without further punficauon: TLC 
(silica gel, 50% EtOAc/hexanes) Rf = 0.3 1 . 



20 
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b) <£)-N-methyJ-N-(l-methyM^^ 
d]- 1 ,3-oxazin-6-yl)acry lamide 

To a stirred solution of N-methyJ-N-( I -m'ethyM 
(1.19 g. 5.2 mmole) in : propionitrile (50 mL) was added 6-bromo-2-oxo-l,4-dihydro-2//- . 

5 pyrido[2,3-</]-l,3-oxazine (1.1 g, 4.9 mmole), DIEA (1.75 mL, 10 mmole), palladium(II) 
acetate (1 12 mg, 0.5 mmole), and tri-o-tolylphosphine (304 mg, 1.0 mmole). The reaction 
was purged with argon and heated at reflux for 16 hr, then was cooled to RT and ' 
concentrated under vacuum. The residue was taken up in CHCI3 and the solution was 
filtered through a pad of silica gel (3% methanoVCHCl 3 ). The filtrate was concentrated 

10 and the residue was triturated with ethyl acetate, collected by suction filtration, and dried 
under vacuum gave the title compound (1.02 g, 55%) as an off-white solid: LCMS (ES) 
m/e 317 A (M + H) + . * . : 



15 



Example 58 

Preparation of ffiVN-fl .3-di methvl- 1 //-i ndol-2-vlmeth vl W-itMtiyl-3-n-o*o-5 % 6;l&-. 
tetrahvdro- 1 .8-naphthvridin-3-vn acrvlamide 

a) N-( 1 ,3-Di methyl- 1 //-indol-2-ylmethyl)-N-methylacry lamide 

20 To a stirred solution of l,3-dimethyl-2-(methylaminomethyl)indole (1.5 g, 8 

mmole), from Preparation 40, and Et 3 N (1.12 mL, 8 mmole) in CH 2 C1 2 (75 mL) at 0 °G 
was added acryloyl chloride (0.65 mL, 8 mmole) dropwise over 5 minutes. The reaction 
was stirred at 0 °C for 1 hr then was poured into ice water. The organic phase was 
separated, washed with brine, dried (MgS0 4 ), and concentrated to dryness to give the title 

25 compound (1.7 g, 90%) as a yellow oil. This was used without further purification: TLC 
silica gel (50% EtOAc/hexanes) Rf = 0.4 1 . 

b) (E)-N-(l,3-Dimethyl-l//-indol-2-ylmethyl)-N-methyl-3-(7-dxo-5,6,7,8- 



tetrahydro[l,8]naphthyridin-3-yl)acry lamide ~~ — 

30 To a stirred solution of N-(l,3-dimethyl- 1 //-indol-2-ylmethyl)-N-methylacry lamide 

(1 .7 g, 7 mmole) in propionitrile (50 mL) was added 6-bromo-3,4-dihydro-l//-l,8- 
naphthyridin-2-one (1.16 g, 5.1 mmole), DIEA (1.8 mL, 10.3 mmole) u palladium(II) acetate 
(1 12 mg, 0.5 mmole), and tri-o-tolylphosphine (304 mg, 1.0 mmole). The reaction was 
purged with argon and heated at reflux for 16 hr, then was cooled to RT and concentrated 
35 under vacuum. Purification by flash chromatography on silica gel (5% methanol/CHCl3), 
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trituration with ethyl acetate, filtration, and drying under vacuum gave the title compound 
(1.17 g, 59%) as an off-white solid: LCMS (ES) m/e 389.2 (M + H) + . 

Example 59 

5 

Preparation of (E)-3-(6-aminopvridin>3-vn-N-methvl-N-(3-methvlbenzofj?lthiophen-2~ 
vlmethvhacrvlamide 

To a stirred solution of 3-methyl-2-(methylaminomethyl)benzo[6]thiophene (0.30 
10 g, 1 .6 mmole) in 1 : 1 DMF/CH2CI2 was added (E)-3-(6-aminopyridin-3-yl)acrylic acid 
(0.33 g. 2 mmole). HOBt • H 2 0 (0.27 g, 2 mmole), and DCC (0.41 g, 2 mmole). The 
reaction was stirred for 16 hr, then was concentrated under vacuum. The residue was taken 
up in CHCI3, washed with H2O, dried (Na2SC>4) and concentrated. Purification by flash 
chromatography on silica gel (4% methanol/CHC^) gave the title compound (0.39 g, 72%) 
15 as a pale yellow solid: LCMS (ES) m/e 338.2 (M + H)+ 

Example 60 

Preparation of (E>0-(2->aminoDvrimidin~5-vn-N-( r benzof61 thiophen-2< -vlmethvn-N- 
20 methvlacrvlamide 

According to the procedure of Example 1, except substituting (E)-3-(2- 
aminopyrimidin-5-yl)acrylic acid (1.49 g, 7.1 mmole) for (E)-3-(6-aminopyridin-3- 
yl)acrylic acid, and substituting 2-(methylaminomethyl)theino[2,3-fc]thiophene (1.38 g, 7.8 
25 mmole) for l-methyl-2-(methylaminomethyl)indole, the title compound (2.04 g, 89%) was 
prepared as a yellow solid: MS (ES) m/e 325 (M + H)+ . 

Example 61 



30 Preparation of (E)-3-(2-aminopvrimidin-5>vlVN-methvKN^l-me thvM //-indol-3- 
ylmethvDacrvlamide 

According to the procedure of Example 3 1 , except substituting 1-methy 1-3- 
(methylaminomethyl)indole (1.96 g, 8.6 mmole) for 3-methyl-2- 
35 (methylaminomethyl)indene hydrochloride, and substituting 2-amino-5-bromopyrimidine 
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(1 .6 g, 5.75 mmole) for 6-bromo-3,4-dihydrc~l//- l,8-naphthyridin-2-one, the title 
compound (1.44 g, 78%) was prepared as a yellow solid: MS (ES) m/e 322 (M + H) + . 

Example 62 

5 

Preparation of (EVN-methvl-N-a -methyl-^ 
tetrahvdro>1.8-naphthvridin>3-vnacrvlamide 

According to the procedure of Example 3 1 , except substituting 1 -methy 1-3- 
10 (methylamihomethyl)indole (0.75 g, 3.3 mmole) for 3-methyl-2- * 

(methylaminomethyl)indene hydrochloride, the title compound (0.59 g, 72%) was prepared 
as a light yellow solid: MS (ES) m/e 375 (M + H)+ 



15 



Exampte 63 

Preparation of (EV3-r2-aminopvrimidin-5-vn-N-methvl- N-r3-methvl- l//-inden-2- 
vlmethvDacrvlamide 

According to the procedure of Example 31 , except substituting 2-aminc^5- 
20 bromopyrimidine (0.32 g, 1.84 mmole) for 6-bromo-3,4-dihydro-l//-l,8-naphthyridin-2- 
one, the title compound (0.47 g t 80%) was prepared as a light yellow solid: MS (ES) m/e 
321 (M + H)+ 



25 



Example 64 

Preparation of f EV3-f 2-(acetvlamino)pvrimidin-5-vl 1-N-methvl-N-( 1 - methvl- l//-indoi^2- 
ylmethyl)acrylamide 



According to the procedure of Example 31, except substituting^l - methy 1-2- 
30 (methylaminomethyl)indole (1.45 g, 8.33 mmole) for 3-methyl-2- 

(methylaminomethyl)indene hydrochloride, and substituting 2-acetylamino-5- 
bromopyrimidine (1.20 g, 5.55 mmole) for 6-bromo-3,4-dihydro-l//-J,8-naphthyridin-2- 
one, the title compound (2.38 g, 43%) was prepared as a yellow solid: MS (ES) m/e 364 
(M + H)+ 

35 
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Fy ample 65 

aul in Q .nf ^- V^mmopygd Ufc ^ 
jliprthY» a< ^Y lamicte 

(^ylami^ethyDindole (0.45 g, 2.58 mmofe) tar ^ - " ^ ^ ^ 
(m ethy»a mi nometh yl )indo.e, the title compound (0.68 g. 90%) 

solid: MS (ES)m/e321(M + H) + . 



10 



Fv ample 66 




15 



20 



meth^lacjyjamide 



(methylajninomethyOiadole O -62 ^' ^^^'^^J^ -|^^2-amino-5-bromopyrimidine 

„ .00 g . 5.75 fo, " MP / e336(M+H)+ . 

e „n,po»>.d0.33 8 .69%)was preP 3,edasay«ll<»»sol,<i. M 



ample 67 



25 



P J e E aration_fif^^ 
gvjjdot^a^^^ 



y i )-^-(Voxo t ,A-^'hyriro-2tf- 



^ rt fFxamole31 except substituting l-methyl-2- 
According to the procedure of Example . P 

_ n< for 3-methyI-2- 



30 



According to tne P ro^uM.w . . 

2^, ,ha .Me compound (0.90 8 . 53%) w=* prepaid » . 
377<M + H)+. 
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15 



Example 68 

Proration of rF.V.N-m«thvl- N -^-me»hvl- 1 //-indol-l-ylmethYD-S-fT-oxo-S^.S- 
tptrahvdro- 1 .8-naphthy riHin-3-vnacrv)amide 

According to the procedure of Example 31, except substituting 2-methyl-3- 
(methylaminomethyl)indole (1 .40 g, 8.00 mmole) for 3-methyl-2- 

(methylaminomethyl)indene hydrochloride, the title compound (1.30 g, 65%) was prepared 
as a light yellow solid: MS (ES) m/e 376 (M + H) + . 

Example 69 
pvrido!3.2-/>1- 1 4-oxazi n-7-vnacrvlamide 



According to the procedure of Example 31, except substituting l-methyl-3- 
(methylaminomethyDlndole (0.38 g, 2.20 mmole) for 3-methyl-2- 
(methylaminomethyl)indene hydrochloride, and substituting 5-bromo-2tf-pyrido[3,2-^- 
l,4-oxazin-3(4//)-one (0.32 g, 1.40 mmole) for 6-bromo-3,4-dihydro-l//-l,8-naphthyridin- 
20 2-one, the title compound (0.26 g, 50%) was prepared as a light yellow solid: MS (ES) m/e 
377 (M + H)+. 

Example 70 

25 Preparation of f R yN-methvl- N -t ' -methyl- 1 //-indol-2-vlmethvl)-3-(7-Oxo-5,6,7,8- 
tetrahvdro- 1 .S-naphthvri din^-vnpropionamide 

To a solution of (E)-N-methyl-N-( 1 -methyl- 1 W-indol-2-ylmethyl)-3-(7-oxo- 



5,6,7,8-tetrahydro- 1 ,8-naphthyridin-3-yl)acry lamide (0. 15 g, 0.40 mmole)in^ioxaneat-RT 
30 was added Pd(OH) 2 - The flask was sealed with a septum through which a balloon 

containing hydrogen (1 atm) was inserted. The reaction was stirred at RT overnight and 
then filtered through a pad of celite®, washing with methanol. The filtrate was 
concentrated to give the title compound (0. 14 g, 94 %) as a light yellow solid: MS (ES) 
m/e 378 (M + H)+. 

35 
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Example 7 f 

Pr a^atiojLS^^ 
N-methvlacrvlamide 

5 

According to the procedure of Example 1. except substituting l-methyl-2- 
(rnethyIaininomethyl)-6- m ethoxy-l//-indole for l-methyI-2-(methylarninomethyl),lW- 
* indole, the title compound (50%) was prepared as a light yellow solid: MS (ES) m/e 35 1 .4 
(M + H)+. Anal. Calcd for C 20 H 22 N 4 O 2 ■ 15 H 2 0: C, 63:64; H, 6.66; N. 14.84: Found: 
10 C. 63.51; H, 6.21; N, 14.71. 

Example 72 

15 methvlacrvlamide 

According to the procedure of Example 1 , except substituting 1 ,7-dimethyl-3- 
(methylaminomethyl)- 1 //-indole for l- m ethyl-2-(methylaminomethyl)-l//-indole, the title 
compound (50%) was prepared as a light yellow solid: MS (ES) m/e 3352 (M + H)+, 
20 Anal. Calcd for C 20 H 22 N 4 O2 - 0.5 H 2 0: C, 69.99; H, 6.76; N. 16.31. Found: C, 70.02; 
H, 6.59; N, 16.43. 

Example 73 

25 Pr oration of rF>.^Wfi-«minopy rirfin-VvlVN-f 1 5-dimethvl-l//-indol-3- Y lmethvl)-N- 
methylacrvlamide 

-According to the procedure of Example 1. except substituting l,5-d imethyl-3- 



(methy laminomethyl)- l//-indole for l-methyl-2-(methylaminomethyl)-l//-ind61e, the titltr 
30 compound (33%) was prepared as a light yellow solid: MS (ES) m/e 335.2 (M + H)+ 

Anal. Calcd for C 2 0H 22 N4O2 H 2 O: C, 68.16; H, 6.86; N, 15.89. Found: C, 68.37; H. 

6.70; N, 15.62. 
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Example 74 

Preparation of (E)-3-f6-aminopvridin-3-vn-N-n.6-dm^^ 
methvlacrvlamide 

5 

According to the procedure of Example 1, except substituting l,6-dimethyl-3- 
(methylaminomethyl)-! //-indole for l-methyl.2-(methylaminomethyl)-i//-indole, the title 
compound (33%) was prepared as a light tan solid: MS (ES) m/e 335^2 (M + H)+. Anal. 
Calcd for C20H22N4O2 • 0375 H 2 0: C, 70.41; H, 6.64; N. 16.42. Found: C, 70.40; H, 
10 6.61; N, 16.19. 

Example 75 

Preparatio n of (EV3-( 6-aminopvridin-3- vl VN-( 1 -benzvl- 1 //-indol-3-vlmethvn-N- 
15 methvlacrvlamide 

EDC (0.42 g, 2.20 mmole) was added to a solution of 3-(6-aminopyridin-3- 
v yOacrylic acid (0.36 g, 2.20 mmole), I -benzy l-3-(memy Iaminomethy 1)- 1 //-indole (0.50 g, 
2.00 mmole), HOBt • H2O (0.30 g, 2.20 mmole) and diisopropylethylamine (0.70 mL, 4.00 
20 mmole) in DMF (30 mL) at RT. The reaction was stirred overnight, then was concentrated 
in vacuo. The residue was diluted with water and extracted with ethyl acetate. The 
combined organic extracts were washed with brine and dried over Na2S04. Flash 
chromatography on silica gel (10% MeOH/CHCl3) gave the title compound (0.48 g, 60%) 
as a light yellow solid: MS (ES) m/e 397 (M + H)+ 

25 

Example 76 

Preparation of reVN-methvI-N-n-methvI-lf/-in^ 

(pherivlami^ — — — — 

30 

a) N-Methyl-N-(1 -methyl- l//-indol-2-ylmethyl)acrylamide 

To a stirred solution of 1 -memyl-2-(methylaminornethy I)- 1 //-indole (1.5 g, 8.6 
mmole) and Et3N (1.35 mL, 9.6 mmole) in CH2CI2 (75 mL) at 0 °C was added drop wise 
acryloyl chloride (0.77 mL, 9.5 mmole) over 5 minutes. After 2 h the reaction was washed 
35 with cold H2O, brine, dried (MgSO^ and concentrated under vacuum. The residue was 
used without further purification. 
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b) (E)-N-Methyl-N-(l -methyl- 1^ 
yl]acrylamide 

N-MethyI-N-(! -methyl- l//-indoI-2-ylmethyl)acrylamide (from Example 76 (a)) 
5 was taken up in propionitriie (50 mL). To this solution was added with stirring 2- 

phenylamino-5-bromopyridine (1.3 g, 5.2 mmole), DIEA (1.8 mL, 10 mmole), Pd(OAc) 2 
(112 mg, 0.5 mmole) and P(o-tol>3 (304 mg, 1.0 mmole). The reaction was purged with 
argon then stirred at reflux for 16 h. After cooling to room temperature the reaction was 
concentrated to dryness under vacuum. Flash chromatography on silica gel (5% 
10 methanol/CHCl3) followed by a second flash column on silica gel (50^70% EtOAc/CHC^) 
left a residue that was triturated with EtO Ac/petroleum ether. Filtration and drying under 
vacuum ga ve the title compound (1. 42 g, 69%) as an off- white powder: MS (ES) m/e 
396.20 (M + H)+ 

15 Example 77 

Preparation of (E)-3-(6-aminopvridin-3-vlVN-ri.2-dimethyl-l//Mndol-3-vlmethvn-N- 
methvlacrvlamide 

20 To a stirred solution of l,2-dimethyl-3-(methylaminomethyl)-l //-indole (0,8 g, 4.2 

mmole) in 1:1 DMF/CH 2 C1 2 (30 mL) at RT was added (E)-3-(6-aminopyridin-3-yl)acry lie 
acid (0.7 g, 4.3 mmole), Et 3 N (0^61 mL, 4.3 mmble), HOBt • H 2 0 (0.58 g, 4.3 mmole) and 
EDC (0.83 g, 4.3 mmole). After 16 h the reaction was concentrated under vacuum and the 
residue was taken up in EtO Ac (100 mL). The solution was washed with 1.0 N Na 2 CC>3 

25 (100 mL) then with brine, dried (Na 2 SC>4), and concentrated. Purification by flash 
chromatography on silica gel (4% MeOH/CHC^) followed by trituration with 1:1 
Et 2 0/petroIeum ether and drying under vacuum gave the title compound (1.36 g, 97%) as 
an off-white solid: MS (ES) m/e 335.2 (M + H)+ 



30 Example 78 

Preparation of rEV3-(6-amino pvridin-3-vn-N-(benzor^?thiophen-3-vlmethvlVN- 
methvlacrvlamide 

35 According to the procedure of Example 77, except substituting 3- 

(methylaminomethyl)benzo[fc]thiophene (0.75 g, 4.2 mmole) for the 1 ,2-dimethyl-3- 
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^.a.—MH-indo.e. the tide -pound (1.05 g. 83%) was prepared as an off- 
white solid: MS (ES) m/e 324.2 (M + H)+. 

Fvam ple 79 

^K yi.iH.indol^-Yl methvnrS^toYndinzaz 

P^ppa^at^on "M ' , '-■^-""^'■■ T '"^' 1 ' J 

y1 , m ;n rt )pvridin-3^11acrvlaiT»ids 

According td the procedure of Example 76 (a) and (b). except . 
ac i»s * . _v r._ .u- ->-^nvl am ino-5-bromopyndine. 

bromo-2,2'-dipyridylamine (1.3 g, 5.2 

title compound (1.54 g, 75%) was pre, 
H) + . 



mmole) for the 2-phenylamino-5-bromopyridine; the 
pared as an off-white solid: MS (ES) m/e 398.2 (M + 



15 



20 



Fxam ple 80 
,..„ h Y Hrn-1.8.naphth Yridin-Vvl)acrvlam.de 

a) N-Metnyi , Cvam nl e 76 < a) except substituting 1, 2-dimethyl-3- 

According to the procedure of Example 7o (a), excep 

purification. 

... _ < 7 mmole) for the 2-phenylamino-5- 

dihvdro- 1 H- U 8^naphthy ridin-2-one (1 .3-g,-5Xmmolg >_ror v , — ^ 

d.hyaro- in, v 26%) was prepared as a white solid: MS (ES) 

bromopyridine, the title compound (0.57 g, 2b *) 

30 m/e 389.19 (M + H) + . 



- 100- 



BNSDOCID: <WO 0127103A1_I_> 



WO 01/27103 



PCT/US00/27844 



Example 81 

Pre paration of (E>-N-methvl-N-r3-methvlben2orMthioDh en>2-vlmethvn-^f7-oxo-S.6.7.8- 
tetrah vdro- 1 ,8-naphthvri din-3-vnacrvlamide 

5 

a) N-Methy1-N-(3-methylbenzo(^ 

According to the procedure of Example 76 (a), except substituting 2- 
(methyIaminomethyI)-3-methylbenzo[/7}thiophene (1 .53 g, 8 mmole) for the i-methyl-2- 
(methylaminomethyl)-! //-indole, the title compound was prepared and used without further 
10 purification. 

b) (E)-N-Methyl-N-(3-methylten 
1 ,8-naphthyridin-3-yl)aciylamide 

According to the procedure of Example 76 (b), except substituting 6-bromo-3,4- 
1 5 dihydro- 1 //- 1 ,8-naphthy ridin-2-one ( 1 .3 g, 5 .7 mmole) for the 2-pheny lamino-5- 

bromopyridine, the title compound (0.85 g, 33%) was prepared as an off-white solid: MS 
(ES) m/e 392.2 (M + H) + . 



20 



Example 82 

Preparation of ^EV3-(6-aminoDvridin-3-vlVN-methvl-(2-met hvlben2orZ?1thiophen-3r 
vlrnethvDacrvlamide 

According to the procedure of Example 77, except substituting 2-methyl-3- 
25 (methylaminomethyl)benzo[fc]thiophene (1.2 g, 6.1 mmole) for the 1 ,2-dimethyl-3- 

(methylamihomethyl)-lf/-indoIe, the title compound (1.22 g, 59%) was prepared as a pale 
yellow solid: MS (ES) m/e 338.2 (M + H)+ 



Example 83 



30 



Preparation of (EV3-(6-aminopvridin-3-vn-N-(3.4-dimeth vlthienof2.3^1thiophen-2- 
vlmethvlVN>methvlacrvlamide 

According to the procedure of Example 1 , except substituting 3,4-dimethy 1-2- 
35 (methy laminomethyl)thieno[2,3-6]thiophene (0.026 g, 0. 126 mmole) for the 1 -methyl-2- 
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(methylaminomethyl)-l //-indole, the title compound (0.013 g,72%) was prepared as a 
white solid: MS (ES) m/e 358 (M + H) + . 

Example 84 

5 

Preparation of rF.VS-^amip npvridin-S-vlVN-methvl-N-fl-methylnaphthalen^ ^ 
vlmethvDacrvlamide 

According to the procedure of Example 1 , except substituting l-methyl-2- 
10 (methylaminomethyl)naphthalene (0.100 g, 0.54 mmole) for the l-methyl-2- 

(methylaminomethyl)-l //-indole, the title compound (0.088 g, 49%) was prepared as a 
white solid: MS (ES) m/e 332 (M + H) + . ' 



15 



25 



Example 85 



Proration of ( TF^3^6-ami*inpvridin-3-v l VN-methvI-N-f 1 -methyl- 1 //-PYrrolof2,3-. 
fe]pvridin-3-vlmethvl')acrvlamide 

According to the procedure of Example 1, except substituting l-methyl-3- 
20 (methylaminomethyl)-lH-pyrrolo[2,3-fc] P yridine (0.2 g, 1.14 mmole) for the l-methyl-2- 
(methyIaminomethyi)-l//-indole, the title compound (0.19 g, 52%) was prepared as a white 
solid: MS (ES) m/e 322 (M + H) + . 



Example 86 

PreBaratjonofi^ 
8-vn-N-methvlacrvlamide 



According to the procedure of Example 1 , except substituting~2;3^dihydro=8- 
30 (methylaminomethyl)-l//-3a-azacyclopenta[a]indene (0.100 g, 0.5 mmole) for the 1- 

methyl-2-(methylaminomethyl)-l//-indole, the title compoud (0;063 g, 36%) was prepared 
as a white solid: MS (ES) m/e 347 (M + H) + . - 
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Example 87 

Parenteral Dosage Unit Composition 

A preparation which contains 20 mg of the compound of Example 1 as a sterile dry 
5 powder is prepared as follows: 20 mg of the compound is dissolved in 15 mL of distilled 
water. The solution is filtered under sterile conditions into a 25 mL multi-dose ampoule 
and lyophilized. The powder is reconstituted by addition of 20 mL of 5% dextrose in water 
(D5W) for intravenous or intramuscular injection. The dosage is thereby determined by the 
injection volume. Subsequent dilution may be made by addition of a metered volume of 
10 this dosage unit to another volume of D5W for injection, or a metered dose may be added 
to another mechanism for dispensing the drug, as in a bottle or bag for IV drip infusion or 
other injection^infusion system. 



15 



20 



Example 88 

Oral Dosage Unit Composition 

A capsule for oral administration is prepared by mixing and milling 50 mg of the 
compound of Example 1 with 75 mg of lactose and 5 mg of magnesium stearate. The 
resulting powder is screened and filled into a hard gelatin capsule. 

Example 89 



Oral Dosage Unit Composition 

A tablet for oral administration is prepared by mixing and granulating 20 mg of 
25 sucrose, 150 mg of calcium sulfate dihydrate and 50 mg of the compound of Example 1 
with a 10% gelatin solution. The wet granules are screened, dried, mixed with 10 mg 
starch, 5 mg talc and 3 mg stearic acid; and compressed into a tablet. 

T he above description fully discloses how to make anduse the.present invention.. 

30 However, the present invention is not limited to the particular embodiments described 
hereinabove, but includes all modifications thereof within the scope of the following 
claims. The various references to journals, patents and other publications which are cited 
herein comprises the state of the art and are incorporated herein by reference as though 
fully set forth. 
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R 4 isHorC|_ 4 alkyl; 

f 

indicates that one of the two designated bonds is a double bond and the 
other is a single bond; 

5 is CH 2 when the bond to which it is attached is a double bond; or is H or 

Cj^alkyl when the bond to which it is attached is a single bond; 
R 6 isHorCi_4alkyl; 
R 7 is H, Ci-6alkyl or -C().6aiJcyl-Ar; 

Y is H, C 1 _4alkyl, NCR 1 )^ NHC(0)R\ NHCH 2 C(0)R* or NHCCOCH^HR'; 
10 each X independently is H, C 1 . 4 alkyl, CH 2 OH, OR\ SR\ CN, N(R ) 2> CH 2 N(R ) 2 , 

N0 2 , CF 3 , C0 2 R', GON(R ) 2 , COR*, NR C(0)R', F, CI, Br, I or -S(0) r CF 3 ; 

W is S or O; 

Q isHorCj^alkyl; 

MisCH 2 orO; 
15 LisCH 2 orC(0); 

E is O or NR*; 

each R' independently is H, Ci_6alkyl or -Co-6aIkyi-Ar; and 
r is 0, 1 or 2; 
or a pharmaceutical^ acceptable salt thereof. 

20 

2. A compound according to claim I of formula (la): > 




25 3. A compound according to claim 2 of formula (II): 
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10 



15 




(II). 



4. A compound according to claim 1 of formula (Ila): 




(Ila>. 



5. A compound according to claim 1 of formula (lib): 
<f H 3 Q 




(lib). 



6. A compound according to claim 1 in which R 3 is: 




7. A compound according to claim 1 in which R 3 is: 
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8. A compound according to claim 1 in which R 3 is: 





, or 
5 

9. A compound according to claim 1 which is: 
(E)-3-(6-AminopyridinO-yl)-N-methyI-N-(l-methyl-l//-indoI-2- 
yimethyl)acrylamide; 

(E)-3-(4-Aminophenyl)-N-methyl-N^ 
10 (E)-N-Methyl-N-(I-methyM//-m^ 

(E)-3-(2-Aminopyrimidin-5-yl)~N-methyNN-(l-methyM//-indoI-2- 
y!methyl)acrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-(benzo[^]thiophen-2-ylmethyl)-N- 
methylacrylamide; 

15 (E)-3-(6-Aminopyridin-3-yl>N-methyI-N-(l-methyM//>indol-2-ylmethyI)-2- 
butenamide; 

(E)-3-(6-Aminopyridin-3-yI)-N-methyi-N-(l.methy!4//-indazol-3- 
ylmethyl)acrylamide; 

(E)-3-(6-Amino-2-methylpyridin-3-yI)-N-methyl-N-(l-methyl-l^ r -iridol-2- 
20 ylmethyl)acrylamide; 

(E)-3-(6- Amino-5-methy Ipyridin-3-y !)-N-methy I-N-( 1 -methyl* l//-indol-2- 
ylmethyOacrylamide; 

(E)-3-(6-Aminopyridin-3-yI)-N-(l-methyl-l//-indo]-2-ylmethyl)-:N- 
propyiacrylamide; 
25 jEj^Cj^Amjnopy^ 



methylacrylamide; 

(E)-3-(6-Aminopyridin-3-yI)-N-methyl-N-(naphthalen-l-yImethyl)acrylamide; 
(E)-3-(6-Aminopyridin-3-yl)-2 t N-dimethyI-N-(Nmethyl-lJy-indol-2- 
ylmethyl)acrylamide; 

30 (E)-3-(6-Aminopyridin-3-yI)-N-methyNN-(naphthalen-2-ylmethy!)acrylamide; 
2-(6-Aminopyridin-3-yimethyI)-N-methy!-N-(I-methyI-l//-indol-2- 
ylmethyl)acrylamide; 

(E)*3-(6-Aminopyridin-3-yI)-N-(benzofuran-2-yImethyl)-N-methy]acry!amide; 
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(E)-3-(3,4-Dihydro-2//-pyrido[3,2-^^^ 
indo!-2-ylmethyl)acrylamide; 

(E)-N-MethyI-3-[6-(methyIamino)pyrtf^^ 
ylmethyi)acrylamide; 

5 (E>3-[6-(Dimethylamino)pyridin-3-yl]-N-methyl-N-(l -methyl- 1 tf-indol-2- 

ylmethyl)acrylamide; 

(E)-N-Methyi-N-[(1 -methyl- l//-indoI-2-yl)methyl]-3-(5,6J > 8-tetrahydro-i,8- 
naphthyridin-3-yl)acryiamide; 

(E)-3-[6-(Acetylamino)pyridin-3^ 
10 ylmethyl)acrylamide; 

(E)-3-(6-Amino-5-methyipyridin-3-yi)-N-(^^ 
methylacrylamide; 

(E)-3-(6-Amino-5-methylpyridin-3-yl)-N-methyl-N-(naphthaIen-2- 
ylmethyi)acrylamide; 

15 (E)-3-(6-Amino-4-methy!pyridin-3-yI)-N-methyl-N-(l -methyl- m-indol-2- 

ylmethyl)acrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-cyclopropyI-N-(l -methyl- l//-indol-2- 
ylmethy!)acrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-methyl-N-(l-methyl-lf/-indol-3- 
20 ylmethyl)acrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-methyI-N-(quino!in-3-ylmethyl)acrylamide; 
(E)-3-(6-Aminopyridin-3-yl)-N-methyl-N-(thieno[2 > 3-^]thiophen-2- 
ylmethyl)acrylamide; 

(E)-N-Methy l-N-( 1 -methyl- 1 //-indol-2-y lmethy l)-3-(6-methy lpyridiiie-3- 
25 yl)acrylamide; 

(E)-3-t6-(Acetylamino)-5-methylpyridin-3-yl]-N-methyl-N-( l-methyl-I^-indol-2- 
ylmethyl)acryiamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-( 1 //-indol-2-ylmethy l)-N-methy lacry lamide; 



(E)-N-Methy!-N-(l-methyl-l//-indoI-2-ylmethyl)-3-[6-(2-oxopropyIamino)pyridin- 
30 3-yl]acrylamide; 

(E)-3-(6-Aminopyndin-3-yl)-N-methyl-N-(thieno[3,2-Z?]thiophen-2- 
ylmethyl)acry lamide; 

(E)-3-[6-Amino-5-(hydroxymethyl)pyridin-3-yl]-N-methyl-N-(l-methyl-l//-indol- 
2-ylmethyl)acrylamide; 
35 (E)-3-(3//-Im!da2o[4,5-^]pyridin-6-yI)-N-methyl-N-(l -methyl- l//-indol-2- 

ylmethyl)acrylamide; 
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(E)-3-[6-Aminopyridin-3-yl]-N-(l-ethyI.If/-indol-2^ 

methylacrylamide; 

(E)-3-[6-Aminopyridin-3-y^ 
methylacrylamide; 

5 (E)-3-[6-((E)-But-2-enoylamino)pyridin-3-yI]-N-methyl-N-U I W-indol-2- 

ylmethyl)acrylamide; 

(E)-N-Methyl-N-(l-methyl-l//-^ 
naphthyridin-3-yl)acrylamide; 

(E)-3-[6-Amino-5-[(2-hydroxyethyiamino)carbonyl]pyridi 

10 indol-2-yImethyl)-N-methylacrylamide; 

(E)-3-[^AminopyridinO-yl^ 
ylmethyl)acrylamide; 

(E)-3-[6-Aminopyridin-3-yl>^^ 
(E)-3-(6-Aminopyridin-3-yl)-N^^ 
15 ylmethyl)acrylamide; 

(E)-N-Methyi-N-(l-methyl-^^ 
py rido[2,3-d]- 1 ,3-oxazin-6-y l)acry iamide; 

(E)0-[6-(13-dioxo-U-dihydro 
ltf-indol-2-ylmethyl)acrylamide; 
20 (E)^-[6-[(2-Carboxybenzoyl)amiM 
indol-2-ylmethyl)acrylarmde; 

(E)-3-[6-(3-Ethylureido)pyrid^^ 
ylmethyl)acrylamide; 

(E)-N-(l>Dimethyl-l//-tndol-2~y^^ 
25 l,8-naphthyridin-3-yi)acrylamide; 

(E)-3 -(6-Aminopyridin-3-yl)-N-methyi-N.(3-methylbenzo[^]thiophen-2- 

ylmethyl)acrylamide; 

(R)^.(6>Aminopyridin^3-vl)-N-( 4-methoxy-l -methyl- l//-indol-2-ylmethyl)-N- 



methylacrylamide; 
30 (E)-3-[6-(Acetylamino)pyridinO-yl^^ 

ylmethyl)acry!amide; 

(E)^346-(Acetylamino)pyridin-3-yl]-N-methyl-NKl-methyWl//-indol-3- 

ylmethyl)acry lamide; 

(E)-N-Methyl-N-( 1 -methyl- 1 //-indol-2-ylmethyl)-3-(3-methyl-2-oxo- 1 ,2,3,4- 
35 tetrahydropyrido[2,3-^]pynmidin-6-yl)acrylamide; 

(E)-N-Methyl-N-(l-methyl-l//-indol-2-ylmethyl)-3-[6-(propionylamino)pyridin-3- 
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yljacrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-(l,4-dimethy!-l//-indp]-2-ylmethyI>.N- 
methylacrylamide; 

(E)-N-methyI-N-( 1 -methyl- 1 //-indol-2-y lmethyi)-3-[6-(3-methyIureido)pyridin-3- 
yljacrylamide; 

(E)-N-Methyl-N-(3-methyl-l//-inde^ 
naphthyridin-3-yl)acrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-methyI-N-(4-methyI-4//-them 
ylmethyOacrylamide; 

(E)0-(6-Aminopyridin-3-yl)-N-(^^ 
N-methylacrylamide; 

(E)-N-Methyl-N-(l -methyl- l//-indoI-2-yImethy])-3-[6-(pheny!amino)pyridin-3- 
yljacryl amide; 

(E)-3-(6-Aminopyridin-3-yl)-N-(6-methoxy-l-methyI- 1 //-indol-2-ylmethyl)-N- 
methylacrylamide; 

(E)-3-(2-Aminopyrimidin-5-yl)-N-(benzo[£>]thiophen-2-ylmethyl)-N- 
methylacrylamide; 

(E)-3-(2-Aminopyrimidin-5-yI)-N-methyl-N-(l-methyl-l//-indol-3- . 
ylmethyOacrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-methyI-N-(l-methy!naphthalen-2- 
ylmethyOacrylamide; 

(E)-3.(6-Aminopyridin-3-y0 
methylacrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-(benzo[^]thiophen-3-ylmethyl)-N- 
methylacrylamide; 

(E)-N-Methyl-N-(l-methyl-ltf-m^ 
naphthyridin-3-yl)acrylamide; 

(E)-3-[2-Aminopyrimidin-5-y!]-N-methyl-N-(3-methyM//-inden-2- 
ylm^thyOacTylaTmidei 

(E)-N-Methyl-N-(l-methyI-l//-indol-2-ylmethyi)-3-t6-(pyridin-2-ylamino)pyridin- 
3-yl]acrylamide; 

(E)-3-[2-(AcetyIamino)pyrimidin-5-yl]-N-methyl-N-(l-methyl-l//-ind6I-2- 
ylmethyOacrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-methyl-N-(2-methyM//-indol-3- 
ylmethyOacrylamide; 

(E)-3-(2- Am inopyrimidin-5-y l)-N-( 1 ,2-dimethyl- 1 //-indol-3-y 1 methy I)-N- 
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methylacrylamide; 

(E)-N-(i,2-Dimethyl-l//-ihdol-3-ylmeth^^ 
1 ,8-riaphthyridin-3-y l)acrylamide; 

(E)-N-Methy l-N-( 1-itiethyl- l//-indol-2-ylmethyI)-3-(3-oxo-3 t 4-dihydro-2//- 
5 pyrido[3,2-fc]- 1 ,4-oxazin-7-y!)acryIamide; 

(E)-N-Methyl-N-(3-methyibenzotfc]M^ 
tetrahydro- 1 ,8-naphthyridin-3-yl)acrylamide; 

(E)-3-(6-Aminopyridm-3-yl)-N-methyI-N-(l^^ 
ylmethyl)acrylamide; 
10 (E)-3-(6-Aminopyridin-3-yl)-N-(l J-dimethyl-l//-indol-3-ylmethyl)-N- 

methylacrylamide; 

(E)-3-(6- Aminopy ridin-3-y l)-N-( 1 ,5-dimethy I- 1 //-indol-3-y!methyl)-N- 
methylacrylamide; 

E)-N-Methyi-N-(2-methyl-l//-indol-3-ylmethyl)-3-(7-oxo-5,6 ,7,8-tetrahydro- 1,8- 
15 naphthyridin-3-yl)acryIamide; 

(E)-3-(6-Aminopyridin-3-yI)-N-(l^ 
methylacrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-(2,3-dihydro-^ 
N-methylacrylamide; 
20 (E)-3-(6-Aminopyridin-3-yI)-N-methyl-(2-methylbenzo[^]thiophen-3- 
ylmethyl)acrylamide; 

(E)-3-(6-Aminopyridin-3-yl)-N-(l-te^ 
methylacrylamide; 

(E)-N-Methy l-N-( 1 -methyl- 1 //-indoi-3-yimethyl)-3-(3-oxo3,4-dihydro-2//« 
25 pyrido[3,2-fcH,4-oxazin-7-yI)acrylamide;or 
(E)-N-Methyl-N-(^ethyM 
naphthyridin-3-yl)propionamide; 

or a pharmaceutical^ acceptable salt thereof. 

30 10. A pharmaceutical composition which comprises a compound according to 

claim 1 and a pharmaceutical^ acceptable carrier. 

11. A method for inhibiting Fab I which comprises administering to a subject 
in need thereof a compound according to claim 1. 

35 
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1 2. . A method for inhibiting Fab K which comprises administering to a subject 
in need thereof: 

(E)-N-methyI-N<l-methyl-l//-indol-3-ylm^ 

naphthyridin-3-yI)acrylamide; or 
5 (E)-N-methyl-N-(2-methyl-lf/-indol-3-ylmethyl)-3-(7-oxo-5»6J t 8-tetrahydro-l,8- 

naphthyridin-3-yl)acrylamide; 
or a pharmaceutical ly acceptable salt thereof. 

1 3. A method of treating bacterial infections which comprises administering to 
10 a subject in need thereof a compound according to claim 1 . 

14. A compound according to any one of claims 1 to 9 for use as a 
medicament. 

15 15, The use of a compound of the formula (I) as defined in claim 1 in the 

manufacture of a medicament for the treatment of bacterial infections. 

16. The use of a compound of the formula (I) as defined in claim 1 in the 
manufacture of a medicament for the treatment of diseases in which inhibition of Fab I is 

20 indicated. 

17. The use of (E)-N-memyl-N-(l-methyNl//-indol-3-ylmethyl)-3-(7-oxo- 
5,6,7,8-tetrahydro- 1 t 8-haphthyridin-3-yl)acrylamide or (E)-N-methyl-N-(2rmethyl- IH- 
indol-3-y Imethy l)-3-(7-oxo-5,6,7,8-tetrahydro- 1 ,8-naphthy ridin-3-yl)acry lamide in the 

25 manufacture of a medicament for the treatment of diseases in which inhibition of Fab K is 
indicated. 

1 8. A process for preparing compounds of formula (I) as defined in claim I, 
whichprocesscomprises: — — ■ — — — 



30 (i) reacting a compound of formula (III) with a compound of formula (IV): 

R 4 

NH 



R 2 
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wherein R 2 , R 3 , R 4 , R 5 and X are as defined in formula (I), with any reactive 
functional groups protected, in the presence of EDC and HOBT; 

(ii) reacting a compound of formula (V) with a compound of formula (VI): 




Halo-R3 (VI) 

wherein R2 R 3 and X are as defined in formula (I) and Halo is Br, CI, F or I, with 
any reactive functional groups protected, in the presence of a palladium (II) salt, a 
phosphine Hgand and base; 
10 and thereafter removing any protecting groups, and optionally forming a 

pharmaceutical ly acceptable salt. 

19. A process for preparing crotonoyl- ACP, which process comprises reacting 
crotonoyl CoA and apo-acyl carrier protein, in the presence of Si pneumoniae ACP 

15 synthase. 

20. A method of screening for an inhibitor of Fab I or FabK which comprises: 
(i) providing a reaction mixture comprising Fab I or Fab K, crotonoyl- ACP 

and NADPH or NADH; 
20 (ii) contacting a candidate compound to said reaction mixture; and 

(iii) detecting inhibition of Fab I or Fab K. 
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